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1. INTRODUCTION

In the period since that covered in the last Annual
Report, eight new compounds have been submitted for testing
by WRAIR. These have been examined for blood schizontocidal
activity and, in some instances, the compounds have also been
studied in drug interaction experiments.

The problems which we had experienced with cytoplasmic
polyhedrosis virus in the mosquito colony have been largely
overcome by a continuing programme of treatment of the stock
cages. Transmission of malaria through the mosquitoes is
better now than at any time since the colony was established.

A reassessment of the comparative usefulness of

chloroquine resistant strains of Plasmodium berghei and

P.yoelii as models for P.falciparum has led us to revise our

method of calculating resistance indices (Igg), and a new way
of demonstrating quantitatively the degree of interaction
between two drugs, where one compound has no antimalarial
activity in its own right, has been developed.

2. ADMINISTRATIVE EVENTS.

Staff employed on US Army funds are as follows:
Senior Technologist/ - B.L.Robinson 100% Time

Research Assistant

Techicians - Ms A.West 100% Time
- Ms J.R.Cox 100% Time
Secretary - Mrs B.A.Sargeaunt 25% Time

Mrs Sargeaunt has recently retired, and the part time
secretarial post has not yet been filled.

Other staff associated with the project but not
financially supported by USAMRDC are:

Professor W.Peters (Principal Investigator) 20% Time




Dr D.C.Warhurst (Biologist) 20% Time
Dr S.L.Crnft (Electron Microscopist) 10% Time

3. CHEMOTHERAPY STUDIES

3.1 Evaluation of data from drug interaction studies

Until recently, our studies on drug interactions have
been involved with pairs of compounds, each of which possess
significant degrees of antimalarial activity in their own
right. Determining the effect of compounds like these upon
one another could be done easily by constructing isobolo-
grams, which illustrated graphicaily the presence of
synergism or antagonism.

It has, however, becoming increasingly the case that
interest in using compounds such as calcium channel blockers,
which have little or no inherent antimalarial activity, to
influence the action of chloroquine on chloroquine resistant
parasites has provided us with pairs of compounds in which
only one drug has a direct antimalarial effect. Clearly, this
prevents the construction of a conventional isobologram for
use in analysing the interaction between the two compounds,
since the presence or absence of synergism can only be
demonstrated by this technique when the ELgg vf each of the
pair is known.

To overcome this problem we have devised a method to
illustrate graphically and to quantify the influence of an
antimalarially inactive compound, eg Verapamil, on the
activity of a known antimalarial, eg chloroquine, in our
rodent model.

Graphically, this is done by plotting the EDgg of the
active partner against varying dosage of the antimalarially

inert drug on a simple graph which also has a line indicating




the EDgg of the active drug drawn onto it. Figure 1
illustrates this principle and shows how the different types
of interaction present themselves by this technique. The
single compound EDgg line may be bounded by the extreme
limits of confidence and points falling within this zone are
indicative of a total failure to influence the activity of
the antimalarial partner. Synergism is demonstrated by a
graph which drops away from the EDgg line toward the bottom
axis, whilst if antagonism is present between the two
compounds the curve will rise progressively as the dose
increases.

Figure 1. Graphic illustration of drug interactions where

only one of the paired drugs possesses innate antimalarial
activity.
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A quantitative assessment of the degree of influence




of inactive compound on its antimalarial partner is made by
calculating the Activity Enhancement Index (AEI). This
involves a simple calculation in which the EDgg of the active
compound alone is divided by the EDgg of the paired drugs at
each dose of the "inert" compound.

For example, in order to directly compare the
influence of a second compound on the efficacy of
chloroquine, we compare the EDgg of chloroquine alone (CQ)
with that of chloroquine combined with the test compound (CQ

+ "Drug X") i.e.

CQ + "Drug X"

In effect, this regards the activity of chloroquine
alone as representing an AEI of 1.0 and enhanced activity
resulting from the combination of chloroquine with a second
compound produces an AEI value greater than 1.0. This will
apply whether the companion compound possesses antimalarial
activity in its own right or not, and regardless of the cause
of enhancement e.g. synergism or reversal of resistance.
Similarly, an antagonistic interaction would lead to the AEI

being reduced to a value lower than 1.0.

The use of AEI analysis not only permits a direct
comparison to be made between a series of compounds in
separate experiments, but may also be used to indicate the
dose of an individual compound which produces optimal
enhancement of activity.

3.2 The role of chloroquine resistant strains of rodent

malarjia in experimental chemotherapy.
Our preliminary studies on the effect of calcium

channel blockers, which used Verapamil as a representative




compound, were carried out on the highly chloroquine-

resistant RC strain of P. berghei. No evidence of any

activity was detected with Verapamil, neither alone nor in
combination with chlorsquine. However, when these experiments

were repeated using P.yoelii ssp. NS strain, marked

potentiation of the effect of chloroquine was noted, although
Verapamil alone still produced no reduction at all in the
parasitaemia. This phenomenon was also experienced with other
Verapamil derivatives which were examined by us in our role
as a World Health Organisation Reference Centre.

We have long felt that P.yoeliji NS is a better model

for chloroquine resistant P.falciparum than P.berghei RC (see

Peters et al., 1975, Ann.trop.Med.Parasitol., 69:155 - 171 ),

and when these experiments were repeated using NS strain,
marked enhancement of the activity of chloroquine occurred
with most of the Verapamil derivatives. These results, which
are compatible with those previously obtained with Verapamil
itself used in combination with chloroquine in vitro against

chloroquine resistant strains of P.falciparum, help to

confirm the value of the NS strain as a suitable in_vivo

model for P.falciparum.

When these observations are considered in conjunction
with the data obtained in our cross resistance studies, it

becomes clear that not only is P.yoelii ssp. NS strain a

superior in vivo model to P.berghei RC for P.falciparum but

that, for the purposes of studies on blood schizontocidal
activity and resistance, direct comparisons should not
normally be made between P.berghei N strain and the NS
strain. This constraint also applies to resistant lines

derived from these two distinct species.




Table 1. A comparison of blood schizontocidal activity of a
range of antimalarial compounds against P.berghei N strain
and P.yoelii ssp NS strain. ED90 values are expressed in
mg/kg X 4 sc.

| | ED |
| COMPOUND | N STRAIN | NS STRAIN |
[==-mmmmmm e e mmm ) mmmmm mmmem e |
| CHLOROQUINE | 3.1 | 56.0 |
| AMODIAQUINE | 2.6 | 18.0

| PRIMAQUINE | 4.8 : 8.4 |
| MEPACRINE | 4.6 | 18.3 |
| QUININE HCl (po) ( 118.0 | 290.0 |
| CINCHONINE HC) (po) | 125.0 | 220.0 |
| QUINIDINE HCl (po) | 31.0 | 185.0 |
| MEFPLOQUINE HC1 (po) | 4.6 | 7.2 |
| HALOFANTRINE | 1.1 1 1.0

| ARTEMISININ | 4.2 | 10.0

| PYRONARIDINE | 0.7 | 1.2

| PYRIMETHAMINE (ip) | 0.12 | 0.13

| SULFADOXINE | 4.4 | 0.28

| FANSIDAR * | 0.32 | 0.1

| CYCLOGUANIL | 3.3 | 6.9

| MENOCTONE | 1.4 | 4.5 |
| FLOXACRINE | 1.0 | 0.8

| CLINDAMYCIN | 36.0 | 55.0

| DOXYCYCLINE | 2.7 J 98.0 1

* PYRIMETHAMINE : SULFADOXINE (1:3)

It is apparent from Table 1 that the normal response
of the NS strain to a substantial number of antimalarial
drugs differs significantly from that of P.berghei N strain.
These inherent differences also influence the resistance
patterns of strains resistant to specific compounds which may
be developed from these and, therefore, the response of any
of these derived strains should only be assessed against the
appropriate parent strain. For example, the EDgqy of
chloroquine against the mefloquine-resistant NS1100 strain is
27.0 mg/kg. If this is compared with that of the N strain
(3.1 mg/kg ;: Igg = 1.0) then one would say that an almost
ninefold resistance to chloroquine has developed in the
course of producing mefloquine resistance (Igg = 8.8).

However, when the comparison is drawn with the parent NS




strain, wh’.i has an EDgg of 56.0 mg/kg, it is immediately
apparer’ that in fact approximately half of the resistance to
chloroquine possessed by the parent strain was lost in the
process of producing the mefloquine resistance (Igg NS1100 =
0.5). This same principle applies to any drug tested against
resistant lines.

We have accordingly altered our previous practice of
comparing all strains employed in blood schizontocidal
activity tests with N strain to derive resistance factors,
and in this and future reports we will be making comparisons
with the appropriate parent strain. Summary sheets will
therefore show two series of data for each compound in order
to give as accurate a picture as possible of patterns of
resistance.

3.3 Blood schizontocidal activity studies

Results from the blood schizontocidal activity tests are
summarised in Tables 3 to 5, and detailed test data are
contained in Tables 6 through 20.

(i) BK73252 and BL47346 (WR numbers not known)

These two compounds were tested for activity against
P.berghei N strain, N1100, Q, KFY (resistant to mefloquine,
quinine and Fansidar respectively), the chloroquine resistant

P.voelii ssp. NS and the artemisinin resistant ART (derived

from NS).

BK73252 was the more active of the two compounds with
an EDgg in N strain of 0.08 mg/kg X 4 sc. Slight resistance
to this compound was observed in the Q and KFY strains (lgg
values : 2.5 and 2.4), but since this compound is tolerated
at doses in excess of 100 mg/kg the therapeutic index is

probably still very good. The NS was only slightly less



sensitive (EDgg : 0.15 mg/kg) and the ART showed a level of
resistance comparable with the Q and KFY.

BL47346 was appreciably less active (EDgg N strain:
7.9 and NS: 9.0 mg/kg). The other resistant lines, apart from
KFY, showed some resistance, ranging from an Iggp value of 2.3
in the N1100 to 4.6 in the ART strain. The KFY strain was
slightly more sensitive than the parent N strain (Igg: 0.7).

(11) Floxacrine analogues

Three floxacrine analogues have been received for
testing. The first, WR 243251, has a similar level of
activity to floxacrine against N strain (EDgg: 1.5 mg/kg X 4
sc). No cross resistance was observed in the N1100, Q@ and KFY

strains of P.berghei, or in P.yoelii ssp. NS and ART.

The other two analogues were isomers of WR 243251. The
R-isomer (WR 250547) was much less active with an EDgqy of
83.0 mg/kg in N strain, but the L-isomer (WR 250548) had a

level of activity through all the strains comparable to that

of WR 243251.

(1ii) Fusidic acid)

This compound was tested for blood schizontocidal
activity prior to investigating its potential use in
controlling cytoplasmic polyhedrosis virus in our mosquito
colony. Slight antimalarial activity was detected against N
strain (EDgg: >300 mg/kg X 4 sc).

(iv) Nifedipine (WR 255695 AE) and Diltiazem (WR 255693 AC)

These two calcium antagonists had been identified by
workers at WRAIR as having an enhancing effect on the

activity of chloroquine against P.falciparum in vitro. Prior

to investigating this aspect in vivo, both compounds were
tested for inherent antimalarial activity. Nifedipine was

inactive at 100 mg/kg and Diltiazem hydrochloride showed only




very slight activity (EDgg: 540 mg/kg) against the N strain

but was inactive against P.yoelii ssp. NS at 100 mg/kg X 4

sSC.

{v) Phenytoin (WR 014044)

This compound was also submitted in connection with
combination studies, although the hypothesis advanced was
that simultaneous treatment with phenytoin and chloroquine
would result in antagonism between the two compounds. Some
blood schizontocidal activity was detected when phenytoin was
tested against the N strain (EDgg: 150 mg/kg).

3.4 Cross-resistance studies

Our extend~d studies of the cross-resistance patterns
of twenty-nine different sensitive and resistant strains of
rodent malaria subjected to treatment with a range of twenty-
one antimalarials is now nearing completion. Data trom blood
schizontocidal activity tests are included as Tables 25 to
103 and complete results of the cross—resistanqe studies
completed to date are given in Tables 21 to 24.

3.5 NDrug interaction studies

3.5.1 WR 014044 and chloroquine

As a result of the clinical failure of chloroquine in

the treatment of P.falciparum in some patients receiving

phenytoin, the hypothesis had been advanced that an inter-
action occurs between the two compounds effectively enhancing
the parasite's resistance to chloroquine. In the 1n vivo

rodent model, using P.yoelii ssp. NS strain, this did not

prove to be the case. Indeed, phenytoin possesses some antij-
malarial activity in its own right and a clearly synergistic
interaction was shown when chloroquine was administered

simultaneously (Figure 2 and 3).




3.5.2 WR 255695 and chlorogquine

Combination therapy with these two compounds (Figure
4) produces no more than a slight enhancement of the activity
of chloroquine against the NS strain.

3.5.3 WR 255693 and chloroquine

Simultaneous treatment with Diltiazem hydrochloride
aand chloroquine has little more effect than treatment with
chloroquine alone in the in vivo drug interaction test
(Figure 5).

3.5.4 WR 250547 and WR 250548

A drug interaction test was performed to investigate
the possible effects of administering these two isomers of
the floxacrine analogue WR 243251 together. A high degree of
synergism was obvious with this combination (Figure 6).
Table 2. Activity enhancement analysis of some WRAIR

compounds combined with chloroquine. Verapamil data are
included for comparison.

| LON | BN No. | WRAIR | Dose | EDgg CQ | AEI

| ===~ | === | -mmmmmm e | ~===- | === mm e |
{2109 [Verapamil hydrochloride| - | 23.0 | - |
| | | | 1.0 | 28.0 | 0.82 |
| | | | 3.0 | 21.0 | 1.10 |
1 | | | 10.0 | 12.5 | 1.84 |
| | | | 30.0 | 8.0 | 2.88 |
=== | === | =mm oo | -=---- | === | ==~ |
|2164 |BL 51831 | 014044 | - | 27.0 | - |
| | | | 1.0 | 23.0 | 1.17 |
| | | | 3.0 | 18.8 | 1.44 |
I | | | 10.0 | 14.2 | 1.90 |
| | | | 30.0 | 7.6 | 3.55 |
| ==--- | == | -mm o= | === | -mm = | -=---- l
(2142 |BL 48656| 255696 AE | - ( 25.0 | - i
| | | | 3.0 | 16.0 | 1.56 |
| | | [ 10.0 | 17.8 | 1.40 |
| [ ( | 30.0 | 17.5 | 1.43 |
| | | | 60.0 | 15.5 | 1.61 |
|-~ | === | =wmmmmmmmm e | ------ | === |------ |
'21143 |BL 18887, 255693 AC ! - ! 21.0 ! - !
| | | | 3.0 | 24.0 | 1.00 |
| | [ | 10.0 | 24.0 | 1.00 |
, i | i 30.0 ; 23.0 | 1.04 |
| | | | 60.0 | 16.5 | 1.45 |
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SUMMARY OF ANTIMALARIAL DRUG TESTS

(BLOOD SCHIZONTOCIDES)

COMPOUND NAME WR
OR NUMBER LON 2145

ooooooooooooooooooooooooooo

(Bx 32252)

1A8LE b

_ PARASITE (suB)sPECIES . Fa e .

............ /.H?_Q ROUTE OF ADMINISTRATION : SC/AHPAPO/EY

MAXIMUM TOLERATED DOSE (MTD)

Daily dose

strain mg/kg DO-D+3 N;%cgf -;t;é:?;ents giégsgzgt:gle A %Eiits? gg%i]oo
oe]] ) —~ OO £ O
.03 S - 989+ 4.0
N O\ 5 | - O+ O4
© 3 ) - 001 =0.\0l
| O 5 - @)
D |O 22
EDgq(range) 0,05(0.03 - 01[12)
EDgo(range) 0.08(0.04 - 0}21)
Resistance factor 190 1O
0.0l 5 - 469 £ 10\
Q.03 S - 351105
N1OO O\ 5 | - 2.5 + 03
0D S - 0:03x0.02
e} S5 - @)
% 10 63

ED.(range) 0,03(0/02- 0 ,Q,5>
E0g0(range),g7(0.04 - O} {1)

Resistance factor I55().O

L

Principal Investigator: Professor W.Peters
Department of Medical Protozoology
London School of Hygiene & Tropical Medicine
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SUMMARY OF ANTIMALARIAL DRUG TESTS
(BLOOD SCHIZONTOCIDES)

compounp name VR (Bx 73252)
OR NUMBER LON, 2145

TABLE 7

.........

........................... PARASITE (SUB)SPECIES P-b@'a

............ /.HIQ. ROUTE OF ADMINISTRATION : SCAHPAPOFHY—

oooooooo

e |

* oo e

Principal Investigator: Professor W.Peters
Department of Medical Protozoology

London School of Hygiene & Tropical Medicine

)

strain | [ohY 005063 | mice |.exserinents| parasize rate % |Costrol FRE\10
©:ol 5 ~ I8 *53
0 Q03 5 - 549 * 63
Q) O ) S | ~ 509 * 17
O3 5 - 409 147
I C S - Q.03 0.0\
& |O G4
EDgq(range) 0,05(0.01- 0 &2)
Ebgo(range)o,z(o,og_ B |>
Resistance factor Igy 2,5
0.0\ 5 — \0O *0F
0.0 S - 100
= o) 5 \ - 433 139
0.3 = - 0S*T 63
1O = - O
@ 1O lo
ED(range) 0.1( 0,07 - 0)2))
EDgo( range)5,19(0.13 - O22)
Resistance factor 190 2.4




COMPOUND NAME

OR NUMBER

SUMMARY OF ANTIMALARIAL DRUG TESTS

(BLOOD SCHIZONTOCIDES)

WR

(Bx 33252)

LON ’2}45

ooooooooooooooooooooooooooo

........

PARASITE (SUB)SPECIES
FORMULATION [WQ-Q"‘LgO/ H Q. ROUTE OF ADMINISTRATION : SCAPHPE

TABLE B

Boem S

Daily dose

Strain | mg/Kg D0-0+3 “mice .enge,fi;ents ‘32325‘522’3’;22 % |ChncroT PRa¥100
o .ol 5 - 100 + IS
5 .03 5 - o4+ f
NS O 5 - 529 % 35
o3 5 - 3424
e 5 - O
@ o) 2173
EDgy(range) 0,07 (0.03—0 1))
E0go(range) 9,15 (0.0F - 0 25)
Resistance factor Iy (1O
001 5 ~ 1CO
0.03 5 - \ 0O
ART O 1 S | - [efe)
0.3 5 - 793 TI00
1O S - 001+ O\
,¢' le) 2355
EDgo(range),26(0.23~ O.[29)
EDgo(range)0 257 (033 - 0)4")
Resistance factor 1902.5

Principal Investigator: Professor W.Peters
Department of Medical Protozoology

London School of Hygiene & Tropical Medicine
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SUMMARY OF ANTIMALARIAL DRUG TESTS TABLE ©
(BLOOD SCH1ZONTOCIDES)

compound NavE VR (BLaTzac)

ok nuMBeR  ...LON 214G .. PARASITE (SUB)SPECIES P-erjke\

oooooooooooooooo

FORMULATION TWQ%%O/ H L0 ROUTE OF ADMINISTRATION : SC/PPOAY
MAXIMU: TOLERATED DOSE (MTD) >1QQ. mMe/ke x <.

T 1 O L R B e L2
(O 5 - 100
2.0 5 ~ F1.0 3.1
N 10.0 S ) - 4.4 + 1.3
200 S " 002t 0.0l
/¢ |O 226
EDSO(range)g\g(g,q__q,,g;
Ebgo(range)t].g( 5.3—95}
Resistance factor Igq{,0O
e 5 - 984 * 3.1
2.0 S ~ 594 X121
N 1100 100 S ) - 48 163
300 5 - S0 b4
& 1O 68
7
EDSO(range)3\9(!~9»— IS@
EDgo(range){3.5(9,0 -F3.0)
Resistance factor Ig, 2.3

Principal Investigator: Professor W.Peters
Department of Medical Protozoology
London School of Hygiene & Tropical Medicine
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SUMMARY OF ANTIMALARIAL DRUG TESTS

(BLOOD SCHIZONTOCIDES)

COMPOUND NAME WR
OR NUMBER

ooooooooooooooooooooooooooo

(BL 47346)

MAXIMUM TOLERATED DOSE (MTD) >!OQ. Meske x 4-.

‘ PARASITE (SUB)SPECIES
FORMULATION :‘—."99.@.{\.39,/.‘.“.20 ROUTE OF ADMINISTRATION : SCAHP/POAY

TABLE 1O

strain | e e L o o] Tl e s
1:O 5 — 665 + 89
2.0 S — 463 * 114
) 10.0 5 \ — 462103
20.0 S ~ 50*23
_]@ 1 O &4
EDSO(range)3,g(\. | — \Q.(,)
EDg(range)30,5(1.5 - |05)
Resistance factor Ig) 3.9
ho 5 - 43:0 9.0
2.0 5 - 565 143
KEY | 100 s n - 22110
‘ 230.0 5 - 0:01 % 0.0\
ﬂ Te o3
v

EDSO(range) 2\2( 14 -45

Eogo(range)s.‘}(z.b- N3

Resistance factor 1900,7,1

Principal Investigator: Professor W.Peters
Department of Medical Protozoology
London School of Hygiene & Tropical Medicine
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SUMMARY OF ANTIMALARIAL DRUG TESTS TABLE 11
(BLOOD SCHIZONTOCIDES)

COMPOUND NAME WR (BL 47 34)
oR NUMBEr  LLON 4 L PARASITE (SUB)SPECIES 5339

FORMULATION .'.W.‘&.Q.O.SQ/.H (. ROUTE OF ADMINISTRATION : SC/AP/POAHY

........

o I T T [
1 QO S - 969 * 3.4
30 S - 939 = 20
NS 10.0 S | ~ IS +9.2
30:0 S - O
@ 1O 21D

Eoso(range)s.‘z(t ' -~ é-_‘?).
EDg,(range)g, o (3 4 - 12'0}

Resistance factor Igq (. O

He 5 - 83.4 +
2.0 S - 95 £ 107
ART | 100 S \ - 582 * 12,0
20.0 S - 149 £ 42
& 10 233

ED.,(range) 7‘3(2‘9 . '2_(),0]»

EDgo(ra“99)4|-O(\bO—\@
[‘Resistance factor g5 4.0

Principal Investigator: Professor W.Peters
Department of Medical Protozoolegy
London School of Hygiene & Tropical Medicine
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SUMMARY OF ANTIMALARIAL DRUG TESTS
(BLOOD SCHIZONTOCIDES)

compouND nawe WR 24225 (e 7.\\00)

R numeer  LONL 2159 PARASITE (sus)species .T: Pehen

FORMULATION .\.Y\!.ng.@./.HzQ.. ROUTE OF ADMINISTRATION : SC/AERAPSALV

MAXIMUM TOLERATED DOSE (MTD) .>)Q.. Ma/ke X 4.

TABLE |12

--------

strain | Lo s [ Tice | oxseninents| perass o6 vate | CommoypRgt100
O 5 - 3D 4.0
o3 5 -~ 5323
N e 5 | - 2000 * 66
2.0 5 - WS 09
p O 24.3
ED¢4(range) 0.4(0.2-0:;)
Ebgo(range) It‘S(O‘S"Z'g
Resistance factor lgq |\
o 5 - 00+ b
o s - 2 tlaa
Nhoo | 1.0 S \ - 12 b
2.0 S - 0.04 004
1010 S - ©
&b T 4.9
7
EDgy(range) 0,5( 014 09)
Egg(range)| .o 0.3 - 1.4)
Resistance factor 190 O

Principal Investigator: Professor W.Peters
Department of Medical Protozoology

London School of Hygiene & Tropical Medicine
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COMPOUND NAME
OR NUMBER

SUMMARY OF ANTIMALARIAL DRUG TESTS
(BLOOD SCHIZONTOCIDES)

oooooooooooooo

.............

WR 24325 (BL2i100)

TABLE |3

_ PARASITE (SUB)SPECIES P-beﬁ \
FORMULATION T‘N@m?@/H{D ROUTE OF ADMINISTRATION : SCAEPAPG/N

MAXIMUM TOLERATED DOSE (MTD) 20O .. mMe/ke x 4.
. Daily dose No. of | No. of Mean control Treated PR
Strain mg/kg DO-D+3 mice |.experiments| Parasite rgte % t%ﬁfFBT—Fﬁéiioo
O 5 — 100 £ 3.1
03 S - 46\ * W8S
Q® 1O S : - 0805
2.0 5 ‘ O
\O.O 5 - )
& Ie 13
EDgg(range) 0,40 3- 0.5
EDgo(r‘ange) 06 (() \S-0 .SD
Resistance factor Iy, (0.4
.l 5 - 824 20
03 s - RF.4 * 24
KFY WO 5 ) - 204 £ 9.3
3.0 S - 1O x02
OO s ~ O 0l 0,01
@ \O 19.9
EDSO(range) 0,5(0,4_052)
EDg( range) La( i) _29)
Resistance factor 190 0:9

Principal Investigator: Professor W.Peters
Department of Medical Protozoology
London School of Hygiene & Tropical Medicine
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coMPoUND NamE  WR 2432510 (BL2100)
OR NUMBER

SUMMARY OF ANTIMALARIAL DRUG TESTS

(BLOOD SCHIZONTOCIDES)

LON 2159

...........................

TABLE |4

PARASITE (SUB)SPECIES PJDQ\U.XSF

............ /H.zO. ROUTE OF ADMINISTRATION : SC/AERAROAE

MAXIMUM TOLERATED DOSE (MTD) 210, Me/ke x 4.
. Daily dose No. of | No. of Mean control TreafEd‘PR%(
Stta‘" .mg/kg DO-D+3 mice .experiments | parasite rate % |Control PR 100
0'3 S - 90-(‘3&3\7
NS i O S | - 1L 5+0.4
20 5 - 0:8+0:b
o, |0 20.2
EDso(range)OnS(O\Z-hOD
EDgo(range)|.O(0|4—~\|9
Resistance factor Igq |,
O S - 9705 x I‘b
0:> 5 - O1S * b7
ART Ne) 5 ) - Il + 02
3.0 S ~ 02 -+ 0.\
) 1o 1.9

EDSO(Y'GNQQ) 0)5(0‘15 - hg)

EDgq( range) \\2(0\5-383

Resistance factor Igg (W2

Principal Investigator: Professor W.Peters
Department of Medical Protozoology
London School of Hygiene & Tropical Medicine
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SUMMARY OF ANTIMALARIAL DRUG TESTS

(BLOOD SCHIZONTOCIDES)

COMPOUND NAME WR 250547

OR NUMBER LON 21O

FORMULATION ..‘.\5’9@0.89.[1-\20.. ROUTE OF ADMINISTRATION : SCAHRAROAY

‘BL 293159

......................

PARASITE (<UB)SPECIES . P2 bergnel

TABLE IS

Strain ‘Datly dose No. of fNo. ot Mean control lreated PR§(100
mg/kg DO-D+3 mice .experiments | parasite rate % |Contro
Ol 5 - 9&»55 * 33
03 S - 32 £ 53
N o 5 ! - °92.5 £ 2.0
3.0 5 - 800 + 4.0
(0.0 S - S2.9 = 7.4
& lo 247

ED; (range) |0,3(3 O - ,5.0)

EDgq(range) 33.0(65.0- \@

Resistance factor 190

EDSO(range)

EDQO(range)

Resistance factor 190

Principal Investigator: Professor W.Peters
Department of Medical Protozoology
London School of Hygiene & Tropical Medicine
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SUMMARY OF ANTIMALARIAL DRUG TESTS

(BLOOD SCHIZONTOCIDES)

COMPOUND NAME WR 2505437 BL 29759

OR NUMBER \on. 1600

ooooooooo

oooooooooooooooooo

TABLE 16

PARASITE (SUB)SPECIES .TiyosMi. Ssp. ..

FORMULATION TWSO/ B,O.. ROUTE OF ADMINISTRATION : SCAPFPEFEY
MAXIMUM TOLERATED DOSE (MTD) .2!Q-Q. MG/KG X 4.

Strain | Lo ores | ice | amerients | parassto rave % [T pRg100
o s - 937 + 4.5
03 S - 381 ¢+ S3

NS 1+ O S \ - 2.\ £ 2.3
3:0 S - 823 * .4
1600 S - 22.3 + 93D
55 1O 26>

Enso(range)sq(z,.o - H-O)

EDgg(range) 53,0(11.- 434

b)

Resistance factor 190

EDSO(range)

EDgo(range)

Resistance factor 190

Principal Investigator: Professor W.Peters
Department of Medical Protozoology
London School of Hygiene & Tropical Medicine
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COMPOUND NAME
OR NUMBER

SUMMARY OF ANTIMALARIAL DRUG TESTS

(BLOOD SCHIZONTOCIDES)
WR 250548 (BL34170)

LON 216}

ooooooooooooooooooooooooooo

PARASITE (SUB)SPECIES

TABLE V7

P.oeghes ..

FORMULATION .—.rv.\’ﬁ.?f\. 80/ .HZD. ROUTE OF ADMINISTRATION : SC/AHPAPOAYF
MAXIMUM TOLERATED DOSE (MTD)

I I I O e IO B U I L2 T
03 - —43:0 20
1O = 659 t33
N 2.0 — 1S * 03
100 - 0.9 £+ 0.08
gj 24.3
ED;(range) Oc(-,(O-S-I'?>
Edgg(range) 2,0( |1 ~6.1)
Resistance factor I90 1O
O S - J2.3 + 120
0.3 5 - bS'b * 163
N 1100 WO S - 433 |32
3.0 S - 8l 23
\0O 5 - 1 F 12
/¢ 1O 49

EDgy(range) 0,40 - \~2)

EDgy(range) 2.,5(0 g -7 2]

Resistance factor Ig; 1,25

N”

Principal Investigator: Professor W.Peters
Department of Medical Protozoology
London School of Hygiene & Tropical Medicine




COMPOUND NAME
OR NUMBER

SUMMARY OF ANTIMALARIAL DRUG TESTS

(BLOOD SCHIZONTOCIDES)

WR 250548 (BL34170)

LON 21 6]

---------------------------

MAXIMUM TOLERATED DOSE (MTD) ... mMaske x <t.

TABLE |8

PARASITE (SUB)SPECIES ..T» Perhes

oooooooooooooo

FORMULATION TW%Q) HZO ROUTE OF ADMINISTRATION : SC/4PAPeHN—

O o O el O el L
O S - 100
o 5 - 43 £ 14
Q JEe) 5 \ - b8 * 21
2.0 S ~ 0103 + 003
100 5 - S
X \O. >
EDgg(range) 0,,(013- 0:9)
EDgo(range) |, | (05 -1 @
Resistance factor 190 0.l
Ol 5 - 00 * 7272
03 S — B4 x Vo
KEY O 5 ) - 283> *494
] 2.0 5 - S8 *+ 29
100 S - 002 00l
95 10 19.9
EDso(range)O“o(o,q._ LD>
EDgg(range) |.3(1,2 -2.8)
Resistance factor 15309

Principal Investigator: Professor W.Peters
Department of Medical Protozoology
London School of Hygiene & Tropical Medicine
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SUMMARY OF ANTIMALARIAL DRUG TESTS TABLE 19
(BLOOD SCHIZONTOCIDES)
\HO

OR NUMBER MON He) PARASITE (SUB)SPECIES PjodMSS?

ForvuLaTION . JWeery 8O [N Q3. ROUTE OF AOMINISTRATION : SC/ERrROAEY
MAXIMUM TOLERATED DOSE (MTD) .>1O.. Maska x 4.

oooooooo

R I L B B el A Lo
0.3 5 - |00 % 1.4
e S - 69 & B85
NS 2.0 ) | - 0:4 * Ot
\0 O S - Q
¢ 1O 20.2.
EDgq(range) 1.2 (016 ~ 115)
EDgg(range) 2.5(1:1-2.5)
Resistance factor Iqq |\
O 5 - l0o0 * 03
03 5 - 9%.0 * .
ART 0 5 | _ 22 * 372
3.0 5 - 09+ 02
100 5 - 0:01 £0.0)
Ju) (O 233
E0go(range) 0.6(04-- 0.9)
EDgg(range) ,3(0.8 ~1.0)
Resistance factor Igq (0.7

Principal Investigator: Professor W.Peters
Department of Medical Protozoology
London School of Hygiene & Tropical Medicine

Ry




SUMMARY OF ANTIMALARIAL DRUG TESTS TABLE 20
(BLOOD SCHIZONTOCIDES)

COMPOUND NAME Fuosioie Aap

or Numger  EON ZVATF PARASITE (sUB)SPECTES . K1 D@rgher
FORMULATION .:335U%€¥1§5§?/kigbkours OF ADMINISTRATION : SC/EPAPOFIV
MAXIMUM TOLERATED DOSE (MTD) 20O mMa/ke X 4.
T oyt A O LT B e N L
3.0 5 — 993 9.4
100 S = L322+ b'S
N 200 S \ - 5532t 0
100 O S - 526+ 69
300:0 S - 432 4.4
ﬁg VO AR TSR

EDgo(range)ico(20 - 310)
Eogo( range)>300

Resistance factor 190

EDSO(range)

EDgo(range)

Resistance factor I90

Principal Investigator: Professor W.Peters
Department of Medical Protozoology
London School of Hygiene & Tropical Medicine
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APPENDIX 2

CROSS-RESISTANCE STUDY DATA
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NS

NS00

N5 I'IO'BI ART

SH | SPN NSITeS| Sam | mPs | @ms | Nig
CHLOROQUINE 56-0127.0] 800|220 |21.5]400| 210 |S20 [480 |650| b
AMODIAQUINE 18:.0 | 4.3 N100| 420 | 31.0{ 310 | 78-3| 112 |Sto |DIoco | b3
WR 228258 2:9190.0] 0'4 156 | 125 [»30 | 140 [>100 D100 |14as | 0.35 |
PRimagy ineg 4 |14 (9211373 D0 |11:5 |10.2{220 ]| 95 [20.0] 10.:5
QUININE 290 [600 | 190 | 920 (200 [400 | 2770|1080 8500 | 925 |220
CINCHONINE 220 | 70,0/ 600{1600}| 155 | 700|253 | 660 | 2200|Meco ]| 115
QUINIDINE 195 | 230[1050|1000| 72.0| 385 | 115 [ 490 [620 |5400] |5
MEFLOQUINE 7.2 | 640 [»100| 20.0| 1:S | 65:0{11.0| 128 | 180 |DlCO|5:2
HALOFANTRINE 1.0 |22.5|375 | 3.4 09 | &5 | 577 | 0.0/M»30 |»30 | 2.0
MEPRACRINE 18.3 | 120 | 780460 |11.8 |250[23.5{ 630 |3550| 30-0{13.0
RARTEMISININ (0.0 | V3.8 [»30 {20:5] 7.8 165 | 6:5 | 22.5|200 {120 [11.5
PNRONARIDINE 12 | V.4 P00 335 1.4 |19:5]| 2.2 ] 3.2 |14.3 460 1.1
PyYRIMETHAMING 01310.08 0.8} 037021 | 0:05[/ 0:43/0:03 | 0112 ]| 0:06| 009
SuLFaDoxXINE 0:26{0:08/0'21 | 0:08{0:14- | 005|013 (<0 | <03 |<0a | O:R
FansInAR O« [014[0:19|/0:08! Ol |0:05] O+ |<0-03] Ot | 005|004
cyeoquanin [ 69 (43 (6B [I1'S |50 |63 (243 | 25 [2.2 [12.3
MENOCToNLE 4.s [([3.1138 1431 3:5|1:2 [3.0|2.0 |22 {273 | 3.2
FLoxARIN E O.b|O0S|0oS|O6|0a]|0:3 0N 0.6 2.5 |c.4a] 03
CLINO Y UN 55.0|18:5|14.0|24.0|24.0|10.0|14.0|32.0|20.0 |31:0|2%5
DoxycycLine 29.0] 28:0| V7.0 28,0 34.0{32.0|15.5(58.0| 42:0{13.8 |37.5
Lon 1765 6:0 | 8:2 |18:0|56:0|11:2 |I125 (220 |10:6]| |1B3:0]|T0.0| S5:4

Table 23, ED%va\»\es of some anfirmdlanal Axuﬁs ago(msh vesichant

limes of _P_,\/oe,\l,.\, ssp. ond Ej.n\jer’nmsts (NIC.).




NS |Nstiod SH | 5PN [NsiTod ART [Ns176d] sam | Mes [ ams | nia
CHLOROGUNE 1.0 1O:51 1412910471 | 38|93 |8b [ | O
AMODIAQUINE 110 103 PS-6{233] 117 [17.2] 4:4| 6.2 [28:3 [5:b | 04
WR 228258 10 131.0] O [853.8[43.1 {»10.348.3(>34.5|»345( 50.0! 0-26
PRIMAQUINE Lo j 22 v Ph iy g 22621t | 24 2.3
QUININE 1:01 21107 13:2[107]1:4]0:9]| 37 (293 3.2] 0.8
CINCHONINE 1:0 | O3 [MW2:7] 7:3107[32[1:2] 3.0 [|1a.5({D27]| O'5
QUINIDINE 01 12154151 10:4]2.0(0:0|2:5]|23.2{277] 0.6
MEFLOQUINE 10 1889 (M139]2:8]11:0]9:0] 1:5|1T:8 {250 |DI3S]| 0.7
HALOFANTRINE 1O 2285 315] 34|09 | 6:5 |57 [60.0{»30 |30 | 2.0
MEPACRINE 10 | b 431251 | 0:6{13T7] 1313441194 ) he | O
ARTEMISININ 1.0 | :4»3.0] 24 |0:8|16:5] 07| 2.3 |20.0]12:0] 1.2
PYRoNARIDINE | 10 | 1.2 5833]27:9 ] 12 |16:3( 1:8 |27 [11.9[383] 0.9
PYRIMETHAMINE | 1.0 | O/ | 1h4q | 2.9 he 0.4 2.3 o209 jos | 0.7
SULFADOXINE 1010310810305 ]0:2]05 |<1e2 |<1.2 |<l2 ] 0:7
FANSIDAR lol 4/ 1.5|]08]1:0]/05]1-0{<03}| 10 |05 | O4
CYCLOQUANIL VWO [ O[O T 1OT|09]10:3| 04|04 03} |-]
MENOCTONE 10 1071081 t:010R] 03300704} 0S|0:6]| 0.7 |
FLOXALRINE 1-Q 081031 O0lO0T]|0s|o2|09 o] 0.7 ] 05
cuNpAmMmyan 1O |O3[{ 033|040/ 4{02[0>|06|0.4a]l0.6]o0s
Doxvyeyenime 1.Q |03 02103 |03 03102, 033104} 0.1 ] 04
LoN 1765 1o | 14} 3.0093] 19 |20:8]|367| t-8] 3.0[It: 7] 09

Table 24 . I% vales of ryesidont shauns of B_joe,\i\— sSp. and

ij ensis (NlCA o some an\“nmo,\aéna\ C\mjs.
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SUMMARY OF ANTIMALARIAL DRUG TESTS

TABLE 32
(BLOOD SCHIZONTOCIDES)

COMPOUND NAME
OR NUMBER CHioROQUINE

oooooooooooooooo

FORMULATION TW&-\%O/J-\Q POUTE OF ADMINISTRATION : SCHHPAPEAEY
MAXIMUM TOLERATED DOSE (MTD)

........ MG/KG X ...
. Daily dose No. of | No. of Mean control Treated PR
Strain mg/kg DO-D+3 mice .experiments | parasite rate % [Control Pﬁ%zloo
.o S - 839 t sS4
3.0 4 - 43.3 ¢+ ¥S
MFEyY 10-0 S ' - 34 09
20-0 S - 0:0a ¢ 0.0!
600 S - @)
95 _ 10 - A

EDSO(range) 2,3(\,'1 - 3.0)
EDgg(range) 5.3 (4.4 -36)

Resistance factor 190

EDso(range)

Eogo(range)

Resistance factor 190

Principal Investigator: Professor W.Peters
Department of Medical Protozoology

London School of Hygiene & Tropical Medicine
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SUMMARY OF ANTIMALARIAL DRUG TESTS

TABLE 33
(BLOOD SCHIZONTOCIDES)
COMPOUND NAME
oR NMBER . Chloroquine ... ...... PARASITE (SUB)SPECIES P-bergher
FORMULATION .Vween B30./H Q.. ROUTE OF ADMINISTRATION : SC/AER/ROAEY
MAXIMUM TOLERATED DOSE (MTD) ........ MG/KG X ...
S A Ll BN R R L e
3.0 g5 - 119 £ 29
10.0 5 - 33 4 1.4
KEY 30.0 (S l - 0:3 03
{00.0 5 - O
& 1o o
EDSO(range)o.b( 0:2-0.9)
EDgo(range)3.8( 10 - 5.9
Resistance factor 190
3.0 S - 913 + 19.2
0.0 S - 236 * 3]
PFMA 200 S u - 131 Vb
100 S - o
& 1O [
EDgy(range) 9,0(5.5 - 19.0)
EDgo(range) 29.0(12.5 - 43,9
Resistance factor I90

Principal Investigator: Professor W.Peters
Department of Medical Protozoology

London School of Hygiene & Tropical Medicine
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SUMMARY OF ANTIMALARIAL DRUG TESTS TABLE 34

(BLOOD SCHIZONTOCIDLS)

COMPOUND NAME
OR NUMBER Chie UG

oooooo

ooooooooooo

........ MG/KG X ...

. aily dose No. of No. ot Mean control Treated‘PR%(
Strain mg/kg DO-D+3 mice -experiments | parasite rate % |Contro 10c

3.0 5 B 50.0 t 3.
(0O 5 - 33.2 2100
NAM 30:0 S | - 253 * b2
1000 s - \7.2 2 5.5

D 1O 106

EDgg(range) 3.5( 1.3 - 7.5)
EDyq(range) zqo(t’zo ~ loS(D

Resistance factor 190

EDSO(range)

EDgo(range)

Resistance factor 190

Principal Investigator: Professor W.Peters
Department of Medical Protozoology

London School of Hygiene & Tropical Medicine
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SUMMARY OF ANTIMALARIAL DRUG TESTS

TABLE 35
(BLOOD SCHIZONTOCIDES)
COMPOUND NAME
OR NUMBER Chlorequme. ... ........ PARASITE (SUB)SPECIES .Piyoelik ssp
FORMULATION .Jwe2nR0,/H O... ROUTE OF ADMINISTRATION : SC/EPFPOFHY
MAXIMUM TOLERATED DOSE (MID) ........ MG/KG X ...
. Daily dose No. of No. of Mean control Treated‘PR%{
Strain mg/kg DO-D+3 mice -experiments | parasite rate % {Contro 100
3.0 s - 729 = 1.8
(0.0 5 - 635 x 39
SAM 20.0 5 | - 32.3 *lok
1000 5 - 262 £ S5
& 0_ 223
EDgo(range) 14.0(3.3 - 34,0)
EDgy(range) 520(125 - 51000
Resistance factor 190
3.0 5 - 85-8 116
10:0 S - 2.2 * b4
MPS 300 5 | - 501 * 8S
100:0 S - 443+ 0.8
& o) 9
EDg,(range) 30.0( 13.0 - ‘60.6)
EDgo(range) 480(210 ->1009
Resistance factor 190

Principal Investigator: Professor W.Peters
Department of Medical Protozoology

London School of Hygiene & Tropical Medicine
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SUMMARY OF ANTIMALARIAL DRUG TESTS TABLE 36
(BLOOD SCHIZONTOCIDES)

COMPOUND NAME

OR NuMBER . CHLORoQuUWIE L. PARASITE (SUB)SPECIES .F:peels Ssp.
FORMULATION 1eenBQ /O ROUTE OF ADMINISTRATION : SCAEP7PO7EY
MAXIMUM TOLERATED DOSE (MTD) ........ MG/KG X ...
T e Ll B RGeS e
1:0 S - 100 93
3:0 S - 396 = 102
Qms l10-0 S ! - 5631 £180
30-0 S - 529 * 3-b
60 -0 S - 263+ 125
& o) . 49

EDgp(range) 22.0( 4.6 - 30.5)
EDgo(range) 550(&40 ->1 DOO)

Resistance factor 190

EDso(range)

EDgo(range)

Resistance factor 190

Principal Investigator: Professor W.Peters
Department of Medical Protozoology
London School of Hygiene & Tropical Medicine
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SUMMARY OF ANTIMALARIAL DRUG TESTS TABLE 37
(BLOOD SCHIZONTOCIDES)

COMPOUND NAME

OR NUMBER mod\a U.;*.".‘?f. .......... PARASITE (SUB)SPECIES PbQ'B\‘Q*— .....
FORMULATION ..)P9?9¥3ﬁ5§3/(f{3§l ROUTE OF ADMINISTRATION : SCAHRARE/TY
MAXIMUM TOLERATED DOSE (MTD) ........ MG/KG X ...
. Daily dose No. of No. of Mean control ireated PRé(
Strain mg/kg DO-D+3 mice -experiments | parasite rate % |Contro 100
3.0 5 - 490 * 18.b
10.0 5 | - 0T * 06
PEMA 30.0 5 ! - 0
1000 5 - o
N 10 2=
EDgp(range) 3.9(%,.| - 1)
EDgo(range) 6.2 (49 - 18.0)
Resistance factor 190
3|0 S - q:"q t 4‘-0
0.0 5 - 331 2 1\.b
NAM 30.0 5 1 - 204 * 3-8
100.0 S - 20:6 t 65
v 10 10
EDgo(range) {1.5(1.g - 40.0)
EDgg(range) 350( 55.0->10¢0)
Resistance factor I90

Principal Investigator: Professor W.Peters
Department of Medical Protozoology
London School of Hygiene & Tropical Medicine
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SUMMARY OF ANTIMALARIAL DRUG TESTS

TABLE 38
(BLOOD SCHIZONTOCIDES)

COMPOUND NAME _
OR NUMBER Amoc\\qur\e,

s PARASITE (SUB)SPECIES F:U0RMk SSp. ..
FORMULATION .1w€en. 80 /O, RoUTE OF ADMINISTRATION : SCAPAROALY

MAXIMUM TOLERATED DOSE (MTD) ........ MG/KG X ...
. Daily dose 0. of No. of ~ Mean control Treated PR%E
Strain mg/kg DO-D+3 mice .experiments | parasite rate % gntro ot
3‘0 5 - 95‘5 i‘ 23
0.0 s - 634 * 1.5
SAM 30'0 S ’ - 3\‘3 * %‘2
95 l®) 2322
EDgo(range) 19.5(10.5 - 48.0)
EDgo(range)(12(59.0 - 266)
Resistance factor 190
3'0 5 - 77(9 1 8‘3
‘O'O 5 - 6—:"'3 * 5‘0
MPS 30.0 5 | - 495133
100.0 5 - 40:2 2 63
;5 10 i)
EDgg(range) 24,0( 9.3 - 90.0)
| EDgg(range) 510 (120-5(00G)
Resistance factor 190

Principal Investigator: Professor W.Peters
Department of Medical Frotozoology

London School of Hygiene & Tropical Medicine
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SUMMARY OF ANTIMALARIAL DRUG TESTS

TABLE 39
(BLOOD SCHIZONTOCIDES)

COMPOUND NAME

OR NUMBER Amodiaqu'me,

......................... PARASITE (SUB)SPECIES Pyoehit, ssp..
FORMULATION .Twsa.mB.O/HlQ. ROUTE OF ADMINISTRATION : SCAHPAROAEY

MAXIMUM TOLERATED DOSE (MTD)

........ MG/KG X ...
. Daily dose No. of No. of Mean control Treated PR%(
Strain mg/kg DO-D+3 mice .experiments | Pparasite rate % |Control PR 1oc
3.0 S - 00 + 3.5
\0:0 5 - 100 * 52
AMS 20:0 5 1 - 681 £ 103
1000 S - 609 ¥ 9.2
& o) 6

EDgy(range) » (00

Resistance factor I90

EDSO(range)

EDgo(range)

Resistance factor I90

Principal Investigator: Professor W.Peters
Department of Medical Protozoology

London School of Hygiene & Tropical Medicine

SZ




SUMMARY OF ANTIMALARIAL DRUG TESTS

TABLE 40
(BLOOD SCHIZONTOCIDES)
copouny e WR 228253 An (B3 30663)
R NUMBER  ..EON.MFQ% . ... PARASITE (sug)spectes . 1 erghey .
FORMULATION ..b@?*?)ﬁSF;%/}ﬂzg} ROUTE OF ADMINISTRATION : SC/IPAPO/AHF
MAXIMUM TOLERATED DOSE (MTD) ........ MG/KG X ...
. Daily dose No. of No. of Mean control Treated PR%t
Strain mg/kg DO-D+3 mice .experiments | parasite rate % |Control PR 100
0.0 S ~ \0C *0
- S - Blo*r 36
PFMA 03 S | - A5t RS
|- O 5 - FODE 132
3.0 S - 539 1572
%) \O 23
EDSO(range)2‘|(o.S‘_]O,§>
EDgq(range) 39,0(7.0 -3 100)
Resistance factor 190
.03 S - 92‘3i 5'b
A 5 - 8343 x 4.0
P o3 5 \ - LW 0b
'O = - O
2.0 5 - ®)
& \O \0. O
EDSO(range) 0,\\(0‘0(3_ 0\47_7_>
EDgo(range) O.ZS(O‘lq__O‘ 5)
Resistance factor Igo

orincipal Investigator: Professor W.Peters
Department of Medical Protozoology
London School of Hygiene & Tropical Medicine
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SUMMARY OF ANTIMALARIAL DRUG TESTS TABLE 41
(BLOOD SCHIZONTOCIDES)

coMpouND NaMe WR 228253 AH (B3 20663)

or nmser  LONINVAOR L PARASITE (SUB)SPECIES 1uDesgher
FORMULATION IW%%Q.}HZQ. ROUTE OF ADMINISTRATION : SCA-RAPOAHY-
MAXIMUM TOLERATED DOSE (MTD) ........ MG/KG X ...
R A LT BT B AR T
0:03 5 - 100
oX 5 - 994 * 5\
B 03 S \ - 45 * 26
e 5 - 2.0 * |2
3.0 S - O
@ \O o4
EDso(range) 0.27(0.12 - 0| 48)
EDgo(range)0,47(0 24 - 0} 82)
Resistance factor Ig,
0.03 S - 100 9.6
O S — RO* 3D
PYR o3 S n - 02x AT
O S - 2 4% 23
2.0 S) - O
& 1O 32
ED54(range) 029(0216-0.95)
EDgg(range),63 (035~ 1 R)
Resistance factor 190

Principal Investigator: Professor W.Peters
Department of Medical Protozoology
London School of Hygiene & Tropical Medicine
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SUMMARY OF ANTIMALARIAL DRUG TESTS TABLE 42
(BLOOD SCHIZONTOCIDES)

COMPOUND NaME WR 223258 AW (B85 306b3)

OR NUMBER LONIFAR2 PARASITE (SUB)SPECIES Pb‘i\@“b\ ......
FORMULATION jw.%%.%@./.H,_D. ROUTE OF ADMINISTRATION : SCAHRARGAH
MAXIMUM TOLERATED DOSE (MTD) ........ MG/KG X ...
Stratn | DTl oior | wice | experiments | harasion rote % | pRE100
0.03 5 — TS
O\ S — 82:.0+ 4.8
ORA 03 S \ - g4 =19
1O 5 - VS 203
3.0 S - 03 =0\
@ \D . =74
50(range) 0.11{0.06 - 0:37)
EDgg(range) 0, 4(0:23 - Li4h)
Resistance factor 190
0:03 S - 100 £ .2
Ol S - 33D+ 2|
MEN 03 5 \ — 334 5
1O S - 1302 35
3.0 5 ~ Ok 20.2
,gzj \O 324
E0gy(range) 03 6{0,19 - 0ul50)
EDg(range)y 0y (0,4':} -\ 'JR'>
Resistance factor 190

Principal Investigator: Professor W.Peters
Department of Medical Protozoology
London School of Hygiene & Tropical Medicine
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COMPOUND NAME

OR NUMBER

SUMMARY OF ANTIMALARIAL DRUG TESTS

(BLOOD SCHIZONTOCIDES)

WR 228253 A (B3 3c663)

oooooooooooooooooooooooooo

TABLE 43

LR A

MAXIMUM TOLERATED DOSE (MTD) ........ MG/KG X ...
. Daily dose No. of | Wo. of Mean control Treated"PR%i

Strain mg/kg DO-D+3 mice .experiments | parasite rate % |Control PR 100

0.03 S - 100 £3b

0.} S - 330 x 124

KEY 03 S ‘ - 4423 111
VO S - 205 23
310 S - ‘4’I\ t4—,§

@ 'O 14 .9

4

EDSO(range)o‘gs(Odg__ O

Ego(range) 2,4( 1.0 = 5

Resistance factor 190

76)

EDSO(range)

EDQO( range)

Resistance factor 190

Principal Investigator: Professor W.Peters
Department of Medical Protozoology
London School of Hygiene & Tropical Medicine
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SUMMARY OF ANTIMALARIAL DRUG TESTS TABLE 44
(BLOOD SCHIZONTOCIDES) '

conpound nave WR 223253 AH (83 30663)

or nuwger  HONIAQR PARASITE (SUB)SPECIES 124 M0¢10a8:S,
FORMULATION ._!w.e.f.o.%Q/ H,0.. ROUTE OF ADMINISTRATION : SCARARGAHY
MAXIMUM TOLERATED DOSE (MTD) ........ MG/KG X ...
R 10 L2 B b e ok
003 5 - 953 £13
0:) S - 52.3+33
NI& 03 S \ - 455 + Si4.
1O ) - 302 = 5.0
3.0 5 - OIS * 0.0F
¢ 1O . 232

Epso(range) 042:;(’0! l - qu 6)
Eogo(range)o.‘:{s(o.zg - JQ.D

Resistance factor I90

EDSO(range)

Eogo(range)

Resistance factor 190

Principal Investigator: Professor W.Peters
Department of Medical Protozoology
London School of Hygiene & Tropical Medicine
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SUMMARY OF ANTIMALARIAL DRUG TESTS

TABLE 45
(BLOOD SCHIZONTOCIDES)
COMPOUND NAME _ ' .
0R NMBER  ..Frimoqume............ PARASITE (sUB)SPECIES . F-bergher
FoRvuLATION . Jween 80,/ R ,0.. ROUTE CF ADMINISTRATION : SCAHPFPerHY
MAXIMUM TOLERATED DOSE (MTD) ........ MG/KG X ...
. Daily dose No. of No. of Mean control Treated PR%&
Strain mg/kg DO-D+3 mice -experiments | parasite rate % {Contro 1o
X, S - 606 1 10-3
3.0 5 - 943 2 10+«
MFEY 10.0 s \ - 46:1 £ 9.6
300 S - 6623
o le) 9.8
EDSO(range)3.4(|.o - l’l-O}
EDgo(range)20.5(5.9 - 73.0)
Resistance factor 190
1.0 S - OO0 + WS
KEY {100 IS ! ~ 200 £ 96
200 S - O O0L+0.0
& 1D 8.3
EDgo(range) 5.9( 2.7 - 9.5)
EDgq(range)|0.5(4.9- 15.8)
Resistance factor 190

Principal Investigator: Professor W.Peters
Department of Medical Protozoology
London School of Hygiene & Tropical Medicine
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SUMMARY OF ANTIMALARIAL DRUG TESTS

(BLOOD SCHIZONTOCIDES)

COMPOUND NAME

TABLE 4o

OR NUMBER  ..FYirmoqung............ PARASITE (SUB)SPECIES . V-Dergher ...
FORMULATION .T\&’.@%.&Q/.H SO ROUTE OF ADMINISTRATION : SC/AHRAPOAHY
MAXIMUM TOLERATED DOSE (MTD) ........ MG/KG X ...
Strain | o o [ aten | e o] Mmool TS P
1-0 5 - 100 * b3
3:0 S - 834+ 89
PFMA 10:0 S | - 353 * 129
300 S - 2:8 ¥4.°2
p’ 10 73
EDgq(range)9.5( 47 - 20.0)
EDgq(range)20.5( (0.0 - 43.0)
Resistance factor 190
1 O 5 - (00 * 47
3.0 5 ~ 351 t 65
NAM 100 5 [ - 332 1 24
30:0 5 - 468 £ O
& [e) 113

EDSO(range)ls-s<S-5 - 3‘5.0)

EDg(range)45,0(16-0 - 100)

Resistance factor 190

Principal Investigator: Professor W.Peters
Department of Medical Protozoology
London School of Hygiene & Tropical Medicine
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SUMMARY OF ANTIMALARIAL DRUG TESTS TABLE 47
(BLOOD SCHIZONTOCIDES)

COMPOUND NAME

R NUMBER .. ima NS PARASITE (SUB)SPECIES Pgoeh—» =
FORMULATION ..1ween 0 / H,_O ROUTE OF ADMINISTRATION : SCAP/ROAEY
MAXIMUM TOLERATED DOSE (MTD) ........ MG/KG X ...
Strain Daily dose No. of No. of Mean control Ireated PR&&]O(
mg/kg DO-D+3 mice .experiments | parasite rate % |Contro A
1O S - 100 + 3.9
30 5 - B33 +43
SAM 0.0 S ! - 853 £ 136
200 S - 333 * 112
& 10 9

EDgp(range) 33.5( 11.0 - 95.9)

Eogo(range)no(es-o - £40)
Resistance factor 190

EDSO(range)

EDgo(range)

Resistance factor 190

———

Principal Investigator: Professor W.Peters
Department of Medical Protozoology
London School of Hygiene & Tropical Medicine

Lo




SUMMARY OF ANTIMALARIAL DRUG TESTS

(8LOOD SCHIZONTOCIDES)

COMPOUND NAME

OR NUMBER

oooooooooooooooooooo

TABLE 43

PARASITE (SUB)SPECIES .F.\ollus ss
FORMULATION .lween BO.[H O... ROUTE OF ADMINISTRATION : SCAER/POAEY
MAXIMUM TOLERATED DOSE (MTD)

...........

....... MG/KG X ...
. Daily dose No. of ‘No. of Mean control Ireated PR%z
Strain mg/kg DO-D+3 mice .experiments | parasite rate % |Contro 100
1-0 S - 100 * 0'S
3-0 S - 91'4 b4 8'8
Qams V00 S \ - SQ.4 + 19
300 S - 2.0 * Lo
0, e} ERS
EDgp(range)9.5( 5-9 - 14.0)
EDgp(range) 20.0(12.8 - 31.0)
Resistance factor I90
1.0 S - SA..4 + 1)
3.0 S - 402 ¥ 9.4
MPs 100 S ( - 4.8 % 6.9
300 S N 1.2 *+ 04
& 10 lo.0

ED;(range) 2.2(0-8 -S-b}

EDgq(renge) 9.5(3.4 - 23.5)

Resistance factor 190

Principal Investigator: Professor W.Peters
Department of Medical Protozoology

London School of Hygiene & Tropical Medicine
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SUMMARY OF ANTIMALARIAL DRUG TESTS
(BLOOD SCHIZONTOCIDES)

ABLE 49

COMPUUND NAME
OR NUMBER

ooooooooooooooooooooooooo

MAXIMUM TOLERATED DOSE (MTD) ........ MG/KG X ...
SN | D s | o | ereriente] horast o rate [P pagcC
30:0 5 - 394+ 7.4
100-0 5 ' - 3%:6 143
MEY 200:0 5 | - 149 + 2.4
600 0 5 - 0:08 * 0:0:
& [e ©:%
ED;5(range) @0.0(42.0 -200)
EDgo(range),go(gg‘o - 449)
Resistance factor 190
300 S - 952 * 39
100.0 5 - 2.2 * 3.
KEY 200-0 5 | - o =\
6000 5 ' o
%] o 3-8
EDg(range) 60.0(4.4.0 - 90+ 5)
EDy,(range)(30(25.0 - 195)
Resistance factor 190

Principal Investigator: Professor W.Peters
Department of Medical Protozoology
London School of Hygiene & Tropical Medicine
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SUMMARY OF ANTIMALARIAL DRUG TESTS

TABLE 50
(BLOOD SCHIZONTOCIDES)
COMPOUND NAME .
oR NuMBEr  LRUININE HICL. PARASITE (suB)specTes .¥: Derghey .
FORMULATION . We8e. %0 JHO... ROUTE OF ADMINISTRATION : SGAER/POAEY
MAXIMUM TOLERATED DOSE (MTD) ........ MG/KG X ...
T e N B G i A 8T
30.0 5 - 100 * 63
1000 S - 733t 3.4
PEMA 3000 ) \ - 0:03 £+ 0.02
00.0 S - @)
& 1O 33
EDso(range)go,o(%,o_ 135)
EDgo(range) 5 (72.0 -360)
Resistance factor 190
30.0 5 e 093 t 4.4
{000 S - 653 * A7
NAM 300:0 S } - 2038 + 33
600:0 5 - 26.0 + 1\.3
& lo 1.3
EDg(range)245( 125 - 420)
EDg range)350(430 - 1500)
Resistance factor 190

Principal Investigator: Professor W.Peters
Department of Medical Protozoology

London School of Hygiene & Tropical Medicine
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SUMMARY OF ANTIMALARIAL DRUG TESTS TABLE 51
(BLOOD SCHIZONTOCIDES)

COMPOUND NAME

OR NUMBER Quiine BCL L PARASITE (SUB)SPECIES Pbp?fm SSP..
FORMULATION TWQQ“%O /.HP ROUTE OF ADMINISTRATION : SEAHR/POALY
MAXIMUM TOLERATED DOSE (MTD) ........ MG/KG X ...
Strain Uaily dose No: of No. of Mean control Treated’PR%iloo
mg/kg DO-D+3 mice .experiments | parasite rate % |Contro
30:0 ) - OO + 4.5
1000 5 - 100 * 136
SAM 300:0 S n - L4 124
6000 S - 51,3 +99
& e} 9.9

EDg(range)450(280-720)

EDgo(range) 1080( k0 - 1700
Resistance factor 190

EDso(range)

EDgo(range)

Resistance factor 190

Principal Investigator: Professor W.Peters
Department of Medical Protozoology
London School of Hygiene & Tropical Medicine
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SUMMARY OF ANTIMALARIAL DRUG TESTS

(BLOOD SCHIZONTOCIDES)

COMPOUND NAME

OR NUMBER

-----------------------

TABLE 52

........ MG/KG X ...
. Daily dose No. of | No. of Mean control Treated‘PRé{
Strain mg/kg DO-D+3 mice -expériments | parasite rate % |Control PR 100
30-0 5 - 324 £1\.0
100:0 = -~ b\:6 £ 9.6
MPS 3050 S \ = 5SS 8 t .4
600.0 S - 3203 ¥ \12.4
& \o 10:0
EDg(range) 25(110 - 10S0)
EDgq(range) 3500(2500 - > 1D 000)
Resistance factor 190
30:0 S - |00
100:0 S - 3ad ¥ 14
QMs 200-0 S ' - a3+ 1S
600-0 ) - 39.0 * 23:0
v Lo 3.S

EDSO(range) 3&,0( 4g- %o&

"

EDgo(range) 925(335 - 20H06)

Resistance factor I90

Principal Investigator: Professor W.Peters
Department of Medical Protozoology

London School of Hygiene & Tropical Medicine
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SUMMARY OF ANTIMALARIAL DRUG TESTS

TABLE 53
(BLOOD SCHIZONTOCIDES)
COMPOUND NAME .
OR NUMBER CINCHONINE RYOROCUORIDE  PARASITE (SUB)SPECIES F. .bﬁ'a .......
FORMULATION T‘*’&ngol HP ROUTE OF ADMINISTRATION : S&AHR/PO/3¥
MAXIMUM TOLERATED DOSE (MTD) ........ MG/KG X ...
- Daily dose No. of | No. of Mean control Treated PR%:
Strain mg/kg DO-D+3 ‘mice .experiments | Parasite rate % [Contro 100
30-0 S - 336 * 4.4
100-0 S - 856 t 10
PFmA 2000 S \ - 2.0 £ S
L00:0 S - b4 + 1009
& 1® 2 b
EDgp(range) jp50 (440 — 4200)
EDgq(range) 13500(320 --}b000>
Resistance factor 190
200 S - 100 +£5'8
100:0 S ~ 3-S * 144
NAM 32000 5 ( - 493 * \Q.
600 -0 S - 30 £ 2S5
%] 10 89 ‘
ED \
so(range) 295( 110 - 370
EDgg(range) 00 {295 - i020)
Resistance factor 190

Principal Investigator: Professor W.Peters
Department of Medical Protozooiogy

London School of Hygiene & Tropical Medicine
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SUMMARY OF ANTIMALARIAL DRUG TESTS

TABLE 54
(BLOOD SCHIZONTOCIDES)

COMPOUND NAME

OR NUMBER Cincnonne .MQRQC.H.LP.@P.? PARASITE (SUB)SPECIES Pb"duSSp
FORMULATION . lween 20, / PO, ROUTE OF ADMINISTRATION : SErH/PO/H¥
MAXIMUM TOLERATED DOSE (MTD) ........ MG/KG X ...
. Daily dose No. of | No. of Mean control Treated PR%(
Strain mg/kg DO-D+3 mice .experiments | parasite rate % |Control PR 100
300 5 - S\ £33
1000 S - H4S3H 43Q
SAM 300 O S \ - A48 + \2.4
koo .0 S - B4 t22
& 10 14 &
EDg o(range) 245150 - 350)
EDgo(range) u0(460 - 1086)
Resistance factor 190
300 5 - 42t 5.8
‘oo S - S9%.a * 1a.l
MPS 3000 S ! - 2338 + 114}
- 600:0 S - 3264 * 109
B 1o 0.0
EDg(range) jo0(32.0 ~ SOO)
(
E0g0(range) 3200( 1250 - §000)
Resistance factor 190

Principal Investigator: Professor W.Peters
Department of Medical Protozoology

London School of Hygiene & Tropical Medicine
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SUMMARY OF ANTIMALARIAL DRUG TESTS TABLE 55
(BLOOD SCHIZONTOCIDES)

COMPOUND NAME

OR NUMBER  ONCHONINE NMDRochaRipe pARASITE (SUB)SPECIES P:yyeelui. ssp. .

FORMULATION [Tween 20./H ©.. ROUTE OF AOMINISTRATION : SE/EA/PO/4¥

MAXIMUM TOLERATED DOSE (MTD) ........ MG/KG X ...
Strain Daily dose No. of No. of Mean control Treated pR%(]OO
mg/kg DO-D+3 mice .experiments | parasite rate % {Control PR

30.0 S - 100 ¢
1000 S — 8- t 3.8

Qms 2000 S ! - \00_ t b6
(s ele]]e) S - \OO % 4.4

B 10 23S

EDSO(range)

EDgg(range) Na 600

Resistance factor I90

EDSO(range)

EDgo(range)

LB?s1stance factor 190

Principal Investigator: Professor W.Peters
Department of Medical Protozoology
London School of Hygiene & Tropical Medicine
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SUMMARY OF ANTIMALARIAL DRUG TESTS

TABLE 56
(BLOOD SCHIZONTOCIDES)
COMPOUND NAME
OR NUMBER ~ QUINIDINE HYDROGOQIDE  PARASITE (SUB)SPECIES .P: DRroh e ...
FORMULATION .1%22n.80 [}\ Q. ROUTE OF ADMINISTRATION : SGAER/PO/¥¥
MAXIMUM TOLERATED DOSE (MTD) ........ MG/KG X ...
Strain Daily dose NO: ot No. of Mean gontrol Treafed‘PRéi]OO
mg/kg DO-D+3 mice .experiments | parasite rate % |Contro
300 S - S5-3 * 1.4
1000 S ~ 213 ¥ 162
MEeN 300:0 S i - o
6000 S - o
Aﬁé 10 103

ED5o(range) 43.0(32.0 -%2.0)
EDgo(range) 55115 = 2.60)

Resistance factor 190

EDSO(range)

Eogo(range)

Lfesistance factor 190

Principal Investigator: Professor W.Peters
Department of Medical Protozoology

London School of Hygiene & Tropical Medicine
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SUMMARY OF ANTIMALARIAL DRUG TESTS

TABLE 57
(BLOOD SCHIZONTOCIDES)
COMPOUND NAME
or NuMBer . IMefvoquing ... PARASITE (SUB)SPECIES . F-oergpes . .
FORMULATION ."ween 80, /H Q... ROUTE OF ADMINISTRATION : SGAEP/POAHY

--------

Strain | e T T | Tarnss o rare # [Ty pogc1o0
3.0 5 - 4.5 £\0b
10:-0 5 - 249 £ 1.3
MEY 30:0 S \ - 04 *02
00O 5 - 003 « 0.0:
[} \O Mo
Egg(range)2.3(1.0 - 5.9)
EDgo(range) 9.0 3.5 - 24.5)
Resistance factor I90
2.0 s - 23 .8 *lbb
10.0 5 - 0.3 * 0.2
KFY 200 5 \ - O
l00.0 ) - o
& 1O 3.5
l
EDgp(range) |.o(1.2 - 2.6)
EDgg(range) 4.0( 2. 6 - 5.6
Resistance factor 190

Principal Investigator: Professor W.Peters
Department of Medical Protozoology
London School of Hygiene & Tropical Medicine
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SUMMARY OF ANTIMALARIAL DRUG TESTS TABLE 53
(BLOOD SCHIZONTOCIDES)

COMPOUND NAME

OR NUMBER Meeoguing............ PARASITE (SUB)SPECIES ..P.-.‘??g\fz?.-\ ......
FORMULATION .IWeen .39/'7\.79.. ROUTE OF ADMINISTRATION : SEAHR/PO/HY
MAXIMUM TOLERATED DOSE (MTD) ........ MG/KG X ...
T R O Rl I U LR
3.0 S - 100 + 2b
100 5 - 0d * 0b
PEMA 20.0 S l - o
1000 5 ~ O
j o} @) o7
EDgg(range) 4.0 52 - 6.9)
EDgq(range) 3.3 (4.6 -8.8)
Resistance factor I90
3.0 5 — S51.8 * 34
100 S - 452 *1b
NAM 30:0 S \ - 20:4 + -\
(00. O 5 - 3.5 239
jo2 8 O \ 85
EDSO(range)4q(2.o _ \'Z-a
EDgq(range) 95.0(41.0-238)
Resistance factor 190

Principal Investigator: Professor W.Peters
Department of Medical Protozoology
London School of Hygiene & Tropical Medicine
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SUMMARY OF ANTIMALARIAL DRUG TESTS
(BLOOD SCHIZONTOCIDES)

COMPOUND NAME
OR NUMBER .MEFLOQUINE

TABLE 59

. LDaily dose No. of No. of
Strain | no/kg DO-D+3 | mice

Mean control

T?eated‘PR%i
ontro 100

-experiments | parasite rate %
2.0 = - 00 £ 6>
10:0 ) = O s b
SAM 20.0 5 \ - 24.0 * 7.3
1500 = - 129 *3.4
& To) 20
EDgo(range) 5.4(2.8 -9.6)
EDgq(range)|28(bb+0 ~240)
Resistance factor Iq,
2.0 5 - 00 * 33
100 5 - o9g2* 35
o o - ‘ - b6:S 163
1000 S - 03 E3S
Joof 1O k'

ED;(range)3.0(29.0 - 138)

Resistance factor 190

Principal Investigator: Professor W.Peters
Department of Medical Protozoology

London School of Hygiene & Tropical Medicine
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SUMMARY OF ANTIMALARIAL DRUG TESTS TABLE &o
(BLOOD SCHIZONTOCIDES)

COMPOUND NAME

OR NUMBER .MeFoQUINE. .......... PARASITE (SUB)SPECIES .?:bq?l.i.i. SPR..

FORMULATION .T.":’?.QO.%Q /.HZO. ROUTE OF ADMINISTRATION : SEAHP/PO/EY

MAXIMUM TOLERATED DOSE (MTD) ........ MG/KG X ...
] Daily dose No. of No. of Mean control Ireated PRé(
Strain mg/kg DO-D+3 mice .experiments | parasite rate % |Contro 10
3.0 5 — S92+ 123
(OO S — 0.0t 33
@MS 20:0 5 | — R4.1 £ 105
100 O 5 ~ 48.2 + 4.0
%) 10 4.4

EDSO(range) > 100

EDQO( range) » 100

Resistance factor 190

EDso(range)

EDgo(range)

Resistance factor 190

Principal Investigator: Professor W.Peters
Department of Medical Protozoology
London School of Hygiene & Tropical Medicine
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SUMMARY OF ANTIMALARIAL DRUG TESTS

(BLOOD SCHIZONTOCIDES)

COMPOUND NAME

OR NUMBER

| .... PARASITE (SUB)SPECIES P;bavg\m

FORMULATION .IV:’.Q.%B.Q/}:\,_Q.. ROUTE OF ADMINISTRATION : SCHHRAPAH
MAXIMUM TOLERATED DOSE (MTD)

TABLE ©l

........ MG/KG X ...
S e e =
0.3 S - 100 * O3
i« o S - 239 * A\
MEN 3.0 S ' - A 45
100 S - 06 *O04
30.0 S - 9)
& 10 10.3
ED;,(range) 2.3(}.6 - A.4)
Ebgo(range)4‘8(3,3_9,°
Resistance factor I90
l0-0 5 - 00 * 114
200 S - 328 ¢+ 144
Q 600 S i - 408t 166
1000 5 - 34-b + \&.Q
525 Jo!
EDgo(range) 83 5(33.0 - 20)
EDgo(range)190( 22-n - 64H)
Resistance factor 190

Principal Investigator: Professor W.Peters
Department of Medical Protozoology

London School of Hygiene & Tropical Medicine
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SUMMARY OF ANTIMALARIAL DRUG TESTS

TABLE 62
(BLOOD SCHIZONTOCIDES)

COMPOUND NAME
OR NUMBER Mepaceine

...........................

| PARASITE (5UB)SPECIES .F: Rerahen
FORMULATION . |Ween 8O/ H O . rouTE OF ADMINISTRATION : SCAERFROAN

MAXIMUM TOLERATED DOSE (MTD)

........ MG/KG X ...
. Daily dose No. of No. of Mean control Treated PR

Strain mg/kg DO-D+3 mice |.experiments| parasite rate % EGETFBT—FR%X]OO
100 S - A48 + 3.9
30-0 s - 35'3 4 6’4’

NAM 600 S ' = 260\ X 2.4
1Do: 0 S - 223 £ 63

jod Te) A

EDgn(range)9,0(4 .0 -15.8)
E0g,(range) 410(190 - F00)

Resistance factor 190

EDSO(range)

EDgo(range)

Resistance factor I90

Principal Investigator: Professor W.Peters
Department of Medical Protozoology

London School of Hygiene & Tropical Medicine
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SUMMARY OF ANTIMALARIAL DRUG TESTS TABLE 63
(8LOOD SCHIZONTOCIDES)

COMPQUND NAME

oR NuMBER . MEPACRINE ... .. PARASITE (sUB)SPECIES Fryoeha ssp . .

-------

FORMULATION 'ween BO/H O ... ROUTE OF ADMINISTRATION : SCAER/ROAEY

MAXIMUM TOLERATED DOSE (MTD) ........ MG/KG X ...
. Daily dose No. of | No. of - Mean control Treated PR%i
Strain mg/kg DO-D+3 mice .experiments | parasite rate % |Contro 100
o '3 5 - 94‘ oa + \3-4-
140 s - 58 * 91
Qms 30 S ] - 44.3 £ 6
100 S - 231 t 44
30:0 S - 206 t 62
B 1O . 'S
ED5y(range) 2.3(0.9 - 9.3)
EDgy(range) 30.0(10.2 - 100)
Resistance factor 190
10.0 S - 100 £ IS
300 S - 3.1 ¥ 97
SPN 60:0 S [ - J13+160
(000 5 - LI\ £10.8
%] 1O 35
EDSO(r‘ange)\25(%3.° - lq:-)
EDgp(range) 44,0(340 - 641)
Resistance factor 190

Principal Investigator: Professor W.Peters
Department of Medical Protozoology
London School of Hygiene & Tropical Medicine
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SUMMARY OF ANTIMALARIAL DRUG TESTS
(BLOOD SCHIZONTOCIDES)

COMPOUND NAME
OR NUMBER

........

ooooooooooooooooooooo

PARASITE (SUB)SPECIES .E-.goe).lL ssp..

[FLO.. ROUTE OF ADMINISTRATION : SCArpro/LY
MAXIMUM TOLERATED DOSE (MTD)

TABLE 64

ooooooooo

""""""

........ MG/KG X ...
: 100
- Uaily dose No. of No. of Mean control Treated‘PR%: )
Strain mg/kg DO-D+3 mice .experiments | parasite rate % |Control PR 10w
* 29
. - ! + 3
lo-0 ':j ©0 £ 39 ., g5
200 S - 92:6 ¥ b8 + O
MPS @00 S ' - 814 + 95
100:0 S - 338 + 31
o] o) 13
ED;p(range) 390( 245 - 604
EDg(range) 3550( 2250 - $500)
Resistance factor 190
- . + ’ -
10.0 S 617 * 8:6 b T bt
. S - ‘6t 6
230.0 466 £ 63 x4
SAM 600 5 | - 392 * 6:S
{000 =3 - 308 34
s} 1O 222 |
ED;o(range) 5.5 (165 - 3 3)
EDgo(range) pan( 400 - 7.006)
Lﬁgsistance factor I90

Principal Investigator: Professor W.Peters

Department of Medic

al Protozoology

London School of Hygiene & Tropical Medicine
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COMPOUND NAME

SUMMARY OF ANTIMALARIAL DRUG TESTS

(BLOOD SCHIZONTOCIDES)

OR NUMBER  .FYRQNARIDING ... ... PARASITE (SUB)SPECIES Pb@g‘\e\ ......
FORMULATION ..‘.‘5’9&039/.[’\20. ROUTE OF ADMINISTRATION : SCAHRAROLLY
MAXIMUM TOLERATED ‘DOSE (MTD) ....... MG/KG X ...
- Daily dose No. of No. of Mean control Treated‘PRéi
Strain mg/kg DO-D+3 mice experiments | parasite rate % {Control PR 10
¥e) 5 - 24t 3.0
10-0 5 - Q
EDSO(range)oq(o.S -1.5)
EDgg(range) 1,2(0.8 - 2:6)
Resistance factor 190
o) 5 - 100
O 5 _ 6>.) T bl
NAM 3.0 5 ‘ = 21 2 A
[eXe) 5 - o)
& 10 23
EDgp(range) 12 (0 - 1. )
EDgo(range) 2.6(1.9 - 3.4)
Resistance factor 190

Principal Investigator: Professor W.Peters
Department of Medical Protozoology
London School of Hygiene & Tropical Medicine
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SUMMARY OF ANTIMALARIAL DRUG TESTS TABLE 66
(BLOOD SCHIZONTOCIDES)

COMPOUND NAME

R NUMBER  ..FYRONARIDINE .. PARASITE (SUB)SPECIES ..0: Becgher .
FORMULATION . Jv2en. 30, /H O .. ROUTE OF ADMINISTRATION : SCAP/PO7TY
MAXIMUM TOLERATED DOSE (MTD) ........ MG/KG X ...
Strain Daily dose No. of No. ot Mean control lreated PR%&]OO
mg/kg DO-D+3 mice | experiments| parasite rate % |Contro
0.3 5 - W 63
He; 5 - S3.2 124
QM 3.0 5 | - 197 * 4.6
10:0 5 - 12.6 * 3.7
g 1o 207

ED;q(range) 1.a{0.g - 3.9)

EDgq(range) 9.0( 43 - 25.0)
Resistance factor 190

EDSO(range)

EDQO(range)

Resistance factor 190

Principal Investigator: Professor W.Peters
Department of Medical Protozoology
London School of Hygiene & Tropical Medicine
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SUMMARY OF ANTIMALARIAL DRUG TESTS
(BLOOD SCHIZONTOCIDES)

TABLE &7

COMPOUND NAME

OR NUMBER PrronariomE . L PARASITE (SUB)SPECIES 9.3&\"3%%5\&

............

FORMULATION .1ween .90 /L O.. ROUTE OF ADMINISTRATION : SC/AHPAPOAHY

MAXIMUM TOLERATED DOSE (MTD) ........ MG/KG X ...
Strain Daily dose No: of | No. of Mean gontrdT" Treated PR%i]@
mg/kg DO-D+3 mice .experiments | parasite rate % |Contro
0.3 S - 960 * 2.1
K¢ 5 - 243 %169
NIG 3:0 5 ( - 0:008 * 0.0
100 S - @)
& 1o 252

EDc(range) g. b(o~5 - 0.3)

EDgo(range)l.‘ (0‘9““ED
Resistance factor 190

EDEO(range)

EDQO(range)

Resistance factor 190

Principal Investigator: Professor W.Peters
Department of Medical Protozoology

London School of Hygiene & Tropical Medicine
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COMPOUND NAME

OR NUMBER

FORMULATION TWeﬂﬂgo/H ,O. ROUTE OF ADMINISTRATION : S€71P/ROAEY

SUMMARY OF ANTIMALARIAL DRUG TESTS TABLE 68
(BLOOD SCHIZONTOCIDES)
CPYRIMETHAMINE PARASITE (SUB)SPECIES Pb@’gm .....

MAXIMUM TOLERATED DOSE (MTD) ........ MG/KG X ...
Strain Daily dose No. of No. of Mean control Treated pR%:]OO
mg/kg DO-D+3 - | mice .experiments | parasite rate % |Control PR
0.0 5 — 36 = 5.2
O\ S - Fz2.6* 123
N 1765 0.3 5 | -~ 203 * 93
Lo 5 ~ 244 \S
& 1O 4. 4 O

EDso(range) O'Z\(O\Dg" O ‘b)

E090(range) "‘2(0‘5 _ &, k;)

Resistance factor 190

EL50<rangc)

Eugo(range)

S

1o 2
Resistance factor 190

Principal Investigator: Professor W.Peters
Department of Medical Protozoology
London School of Hygiene & Tropical Medicine
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SUMMARY OF ANTIMALARIAL DRUG TESTS TABLE 69
(BLOOD SCHIZONTOCIDES)

COMPOUND NAME

OR NUMBER PYRMETHAMINE PARASITE (SUB)SPECIES 2 yeelu sop.

----------------

FORMULATION . Iwgea, 8 /0 ROUTE OF ACHINISTRATION : S€71P/RorEv

MAXIMUM TOLERATED DOSE (MTD) ........ MG/KG X ...
I I L B I e I R CE LR
0.00} S - 9.0 + 7.9
0.003 5 - 859 + 89
NS C.Ol| S \ — 05 53
0.03 S - 42\ £ JO
O 5 — 43 x 3.4
&b O e
EDgo(range) 0.015( 0,005 |- 0.025)
EDgo(range)o.\g(o(oqg - 00_93
Resistance factor 190 1O
0.00\ S - 100 £ 03
O .C03 5 - oSGt 33
SH 0.0l 5 \ - S 160
C.03 5 - H6bx 33
O 5 - 24 J2
@ 1O 133
ogotreniz)0,031(0.01% — | 0.0%)
EDgp(range) 010,066 - |0:35)
Resistance factor 190 i 4

Principal Investigator: Professor W.Peters
Department of Medical Protozooleqgy
London School of Hygiene & Tropical Medicine
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SUMMARY OF ANTIMALARIAL DRUG TESTS

(BLOOD SCHIZONTOCIDES)

COMPOUND NAME

OR NUMBER

PY R IMETH AMINE

ooooooooooooooooooooooooooo

TABLE 70

PARASITE (SUB)SPECIES PjQQXJv\5$F

T
FORMULATION ww\%/}\p ROUTE OF ADMINISTRATION : S&/IP/POAY

MAXIMUM TOLERATED DOSE (MTD)

EBgg(range) 0.z <Ol\35 - d

Resistance factor I90 )

........ MG/KG X ...
. Daily dose No. of No. of Mean control 1reated PR%E
Strain mg/kg DO-D+3 mice .experiments | parasite rate % |Control PR 100
©.003 S = 962 £ 53
oNel 5 -— 88 ‘4 + 4'9
SPN 0.03 S \ - 2.0 + 3.4
o1 S ~ 412 £ 89
O \3 5 — ‘3‘2 ?— 4‘%
& o EH=
05, (range) 0,06 (0.02 - P+ 135)
EDgo(range)Q.gT-}(Q,\')_S -1 >
Resistance factor IQO 2.3
0.003 S _ 93044
O‘O\ 5 — 9810 '_t (‘5
NSiFog| ©.03 S ‘ - 169 x 119
O\ 5 - 3&)‘2 X H°3
0.3 5 - 5-5 I 5‘0
p ‘O 29-0
59\ range) 0,04 {0,042 4 0.92)

Principal Investigator: Professor W.Peters
Department of Medical Protozoology

London School of Hygiene & Tropical Medicine
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SUMMARY OF ANTIMALARIAL DRUG TESTS

TABLE 7!
(BLOOD SCHIZONTOCIDES)

COMPOUND NAME

OR NUMBER CDYRIMETHAMING, PARASITE (SUB)SPECIES P:jce\««‘;sP

FORMULATION .TW?-.QQ.S.Q/HZQ. ROUTE OF ADMINISTRATION : S&/1PAPorE¥
MAXIMUM TOLERATED DOSE (MTD)

........ MG/KG X ...
Strain | Dy o Mo e T o e o e
0.003 S — 5.4 £0F
0.0\ 5 ~ 4.9 x 2\
NS 965 ©0.03 5 \ ~ A1 =96
O\ 5 - 59.832154
03 5 - 165 45
& \O . 29.0
EDgo(range) 0,095 (0.055| ~ 0:24)
EDQO(range)o,q_?> (O-'Z.S— () )
Resistance factor 190 2.3
0.003 S — 932 * 2.3
6.0l S - {55 * 55
N\G 0.03 5 [ ~ So3 * (3.
O.) 3 - 1 9.2 £ 2.3
03 5 B 0.3+ 0.4
VO 5 - ®)
3 Ie) 29.6
F50irange) 0. 024.(0.011 — 10:056)
ED90(range)0'03‘iOv04- _ OtZ>
Resistance factor 1900.7

Principal Investigator: Professor W.Peters
Department of Medical Protozoology

London School of Hygiene & Tropical Medicine
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SUMMARY OF ANTIMALARIAL DRUG TESTS

TABLE 72
(BLOOD SCHIZONTOCIDES)

COMPOUND NAME

OR NUMBER ..EL;&\MET&*.QU}LNE ...... PARASITE (SUB)SPECIES .".):30.8.\'&%.%9-...

-——r‘
FORMULATION .1w2en.8Q /. O . ROUTE OF ADMINISTRATION : s&/1p/porey
MAXIMUM TOLERATED DOSE (MTD)

........ MG/KG X ...
. Daily dose No. of No. ot Mean control Treated PR%i
Strain mg/kg DO-D+3 mice -experiments | parasite rate % |Contro a
0.03 5 - Lot 3.4
Ol S - 08 * 04
SAM 013 S | - )
1O 5 - &
0] \O 272
EDgy(range) 0,903(0.004 - 0401
F090(range) 0.03(0.02.~ 0:04)
Resistance factor 190
O S - 2D 184
0-3 S - Q.04 0.0
MPS .o 5 ! - <
3.0 5 i O
%) 10 S8
5050("3”99)0-07(005 -0 \)
E050(r2n32)0.12.00.09 - 0.16)
Resistance factor 190

Principal Investigator: Professor W.Peters
Department of Medical Protozoology

London School of Hygiene & Tropical Medicine
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SUMMARY OF ANTIMALARIAL DRUG TESTS TABLE 73
(BLOOD SCHIZONTOCIDES)

COMPOUND NAME

OR NUMBER ..P.’(@.'e'\.ﬂtlﬂ'!'!'.i .......... PARASITE (SUB)SPECIES Pjs’d“v‘sy
FOPMULATION B¢ 8Q.JH Q... ROUTE OF ADMINISTRATION : 56/1p/Pors
MAXIMUM TOLERATED DOSE (MTD) ........ MG/KG X ...
Strain Daily dose No: of | No. of Mean gontro] Trea’ced"PR%n00
mg/kg DO-D+3 mice .experiments | parasite rate % |Contro
0:03 5 ~ 625 + l03
Ol S - -3 * 10
QMs 03 s ! - o
Je) S - o
3.0 5 - o
¢ IO . 3.3

EDSO( range) 0.035 (0.03-— 04 O4>
EDgqy(range) cs.o(»(o‘()'s-()‘Ds>

Resistance factor 190

FPSO(range)

| EDg( range)

Resistance factor 190

Principal Investigator: Professor W.Peters
Department of Medical Protozoology
London School of Hygiene & Tropical Medicine

36




SUMMARY OF ANTIMALARIAL DRUG TESTS

TABLE 74
(BLOOD SCHIZONTOCIDES)

COMPOUND NAME

OR NUMBER  .SYULFADOXINE ... ..., PARASITE (SUB)SPECIES .V, berahen,

---------------

............ /H 2. ROUTE OF ADMINISTRATION : SCHRARGAHY
MAXIMUM TOLERATED DOSE (MTD) .2.3Q.. Ma/KGe X 4.

strain | e T [ o e e [ P
o3 S - 729 * 4.0
.0 s — S48 * 1.k
MEY 3.0 S | - 209 £ 1\.0
100 S = 2D * VL
20.0 5 - 0:06 *+ 0.0
[ 1O .95
EDSO(range)o,8(0,4 _ \.-.1)
EDgo(range) 3 7(2.0 - 7.8)
Resistance factor 190
03 5 - 399 + &4.4
-0 5 - R4+ 5.5
KFY 2.0 5 \ - 322 677
0.0 S - 59.8 124
20.0 ) - 20.0 %16
D (O 1.4
ED;4(range) 7.6( 3.6 - 25-5}
EDgg(range) 57.5(27.0-190
Resistance factor 190

Principal Invectigater: Preofessor W.Peters
Department of Medical Protozoology
London School of Hygiene & Tropical Medicine
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SUMMARY OF ANTIMALARIAL DRUG TESTS

(BLOOD SCHIZONTOCIDES)

COMPOUND NAME

OR NUMBER

FORMULATION . Jweers B0, /1O, ROUTE OF ADMINISTRATION : SC/AER/RGAEY

SULEFADOXINE

---------------------------

TABLE 75

1

.............

MAXIMUM TOLERATED DOSE (MTD) ........ MG/KG X ...
strain | Do e o T o e [ i
03 S — 0:04 t 0.07
'O S - O
PEM A 3.0 S | - o
10:0 S = O
20:0 5 - o
o) (O 1O |
EDSO(range) <03
EDgo(range) <O
Resistance factor 190
03 5 - o
IO S -~ O
NAM 3.0 5 | - @)
100 ) - O
20.0 5 - &
2 Ie 3.0

EDso(range) <03

7090( range) < 0.3

Resistance factor 190

Principal Investigator: Professor W.Peters
Department of Medical Protozoology
London School of Hygiene & Tropical Medicine
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SUMMARY OF ANTIMALARIAL DRUG TESTS

TABLE 76
(BLOOD SCHIZONTOCIDES)
COMPOUND NAME
OR NUMBER  .SULFRDOXINE . ... ..... PARASITE (SUB)SPECIES . P:)oelwss
FORMULATION .Jween 80 /1O ROUTE OF ADMINISTRATION : SCAPHOAN
MAXIMUM TOLERATED DOSE (MTD) ........ MG/KG X ...
N o LTl B U A LR
0> S - 0007 +000
1LO S - O
SAM 3.0 5 \ ~ o)
10.0 5 - ©)
& [e) 232
EDSO(range) <0.3
EDgo(range) <03
Resistance factor 190
I.O S - 0.0 +0.02
2.0 S - o
MPS 100 5 \ ~ o
300 S - )
@) 1O .38

EDSO(range) <033

EDgo(range) <O

Resistance factor 190

Principal Investigator: Professor W.Peters
Department of Medical Protozoology

London School of Hygiene & Tropical Medicine
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SUMMARY OF ANTIMALARIAL DRUG TESTS TABLE 77
(BLOOD SCHIZONTOCIDES)

COMPOUND NAME

OR NUMBER .Sutemapoine PARASITE (SUB)SPECIES P:pduSSp
FORMULATION Jween80[H,O.... ROUTE OF ADMINISTRATION : SCAERAPOAY
MAXIMUM TOLERATED DOSE (MTD) ........ MG/KG X ...
Strain Daily dose No: of no. of Mean goanbI ‘Ireated §§%:1oo
mg/kg DO-D+3 mice .experiments | parasite rate % |Contro
0.3 = - 0.03 £ 003
1O S - 003 %003
OMS 3.0 5 | - o)
10-0 S - o
300 S - o)
o] Te] .33
£0¢ (range)

Eﬁgo(range) < 0.3

Resistance factor 190

ED.,(range)

EDgo(range)

Resistance factor 190

Principal Investigator: Professor W.Peters
Department of Medical Protozoology
London School of Hygiene & Tropical Medicine
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SUMMARY OF ANTIMALARIAL DRUG TESTS

TABLE 78
(BLOOD SCHIZONTOCIDES)

COMPOUND NAME (1-3)

OR NUMBER Pirmernamnie " Suuseooxing.  PARASITE (SUB)SPECIES P-be‘fj‘»é\

--------

FORMULATION .W2en RO/ HLO. .. ROUTE OF ADMINISTRATION : SE/IP/PEAEY
MAXIMUM TOLERATED DOSE (MTD) ........ MG/KG X ...
Strain Daily dose No. of | ol of Mean cortrol '_'Wﬁﬁiﬂiifpgéﬁiaz
mg/kg DO-D+3 mice .experiments | parasite rate % |Control PR
0.03 5 - 3.2 * 3.2
O\ S - 4.3 + 09
NAM 0.3 S \ - 0'S + 03
1 0 S - O
%) 10 | 6O

EDg(range) o0 (o-oog,-o.mb}

EDgp(range)p.04(0.03 -0.jog)
Resistance factor 190

EDSO(range)

EDgo(range)

Resistance factor I90

Principal Investigator: Professor W.Peters
Department of Medical Protozoology

London School of Hygiene & Tropical Medicine
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SUMMARY OF ANTIMALARIAL DRUG TESTS

TABLE 79
(BLOOD SCHIZONTOCIDES)

COMPOUND NAME (1:2

OR NUMBER PYRIMETHAMINE S SULEADOKINE

................ NLEADOXINE  PARASITE (SUB)SPECIES . V. Dergher

........... [ H, Q.. ROUTE OF ADMINISTRATION : $6/1P/RO/EY
MAXIMUM TOLERATED DOSE (MTD)

........ MG/KG X ...
. Daily dose No. of No. of Mean control Treated PR
Strain mg/kg DO-D+3 mice |.experiments| Parasite rate % |Tontrol PR%HOO
0.03 S - 930 * 29
o} g - 9:'4 * B’o
MEY 0-3 5 ' ' 319 £ 49
‘ . o S - ?0'; * ‘a%
3.0 S - 563 * 163
& o .86
EDSO(range) 3,\( 3 - 9.‘.D
EDgo(range) 38.0(20.5 - \‘Lﬁb
Resistance factor 190
0.03 s - ‘OO t 1‘5
o s - 953t 4.S
KFY O-3 S | - 193 * 34
{.-0O S -~ -4"4 : \\'0
3‘ (o) 5 - 56'9 * %'5
@ o 19.S
£0.5(ran3e) 2.9(0.9 - b.6)
E0go( 371 37.0(120 - $5.9)
Lfesistance factor 190

Principal Investigator: Professor W.Petiers
Department of Medical Protozoology

London School of Hygiene & Tropical Medicine
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SUMMARY OF ANTIMALARIAL DRUG TESTS
(BLOOD SCHIZONTOCIDES)

COMPOUND NAME (1:3)
OR NUMBER PYRIMMETHAMINE : SULFADOXINE

TABLE So

ooooooooooooooo

........ MG/KG X ...
Strain Daily dose No. of No. of Mean control Treated PR%&]O(
mg/kg DO-D+3 mice .experiments | parasite rate % [Contro
0:03 S - WO +* 03
O S = Od3 £ 0)
SAM 03 5 ) - o
IO S - ®)
0] Yo 12

EDgy(range) ¢ 0.03
EDgo(range) <0.03

Resistance factor 190

EDSO(range)

EDgo( range)

Resistance factor 190

Principal Investigator: Professor W.Peters
Department of Medical Protozoology

London School of Hygiene & Tropical Medicine
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COMPOUND NAME
OR NUMBER

SUMMARY OF ANTIMALARIAL DRUG TESTS
(BLOOD SCHIZONTOCIDES)

(1+3)

....................

MAXIMUM TOLERATED DOSE (MTD)

PARASITE (SUB)SPECIES
FORMULATION .Jween. .8.0./.H,_Q... ROUTE OF ADMINISTRATION : S&7/IP/Porte

TABLE 31

------

Department of Medical Protozoology

........ MG/KG X ...
. Daily dose No. of | Ro. of Mean control Treated PR
Strain mg/kg D0-D+3 mice .experiments parasite rate % m—p{éx}oo
0.03 3 - 53.8 *13.8
0\‘ s - 0‘3 +* 0'3
Ms 03 S } - o
i~o s it o
300 S - O
.1 (e 33
EDSO(range)o.og(o 02 - 0:+( 4)
EDgglrange) 0.05(0:04 - 0}06)
Resistance factor 190
0.0 S - %3 + 00
Ot S - 06 085
mrs 0.3 S \ - 0.0%» £0.02
1O S - (o]
3.0 S - o
%) 19 9-S
| ED=n(range) 0.06,(0.0% - 0.[11)
EDg(range)0.10(0.05 - 048)
Resistance factor 190

Principal Investigator: Professor W.Peters

London School of Hygiene & Tropical Medicine
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SUMMARY OF ANTIMALARIAL DRUG TESTS TABLE 22
(BLOOD SCHIZONTOCIDES)

COMPOUND NAME

OR NUMBER Cyctoguania. ... PARASITE (SUB)SPECIES Pb‘?—g\ﬂu
FORMULATION .. 1ween R0, / H,_D. ROUTE OF ADMINISTRATION : SCAHPPOAHY
MAXIMUM TOLERATED DOSE (MTD) ........ MG/KG X ...
Strain Daily dose No. of No. of Mean gontrol Tfe&féd‘PR%i]oo
mg/kg DO-D+3 mice -experiments | parasite rate % |Contro
0.3 5 = 35S * 3-8
\'O S - 615 * 86
NAM 3.0 S | - 35S *158
10:0 5 - 2234 1155
%) le] 16:9

EDg(range) t-8(0'S - -.7.03

EDg(range) 2¢,.0(3-3 - 100)
Resistance factor 190

03 5 - \00 * 45
110 S - 93.0 £ 8.0
MFY 3.0 5 l - 923 *3-0
10.0 5 - b2'6 * WS

%) 1o G|

EDgy(range) 53.0( 15.0 - 210)

!'\"' r \c\‘f A 'ac U
EDgo(range)lOOO<2.80 RN 1c300> Crpolave E\;“P“ sy

Resistance factor 190

Principal Investigator: Professcr W.Peters
Department of Medical Protozoology
London School of Hygiene & lropical Hedicine
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SUMMARY OF ANTIMALARIAL DRUG TESTS TABLE 83

(BLOOD SCHIZONTOCIDES)
‘ COMPOUND NAME
OR NUMBER . QYcroqueniin ..., PARASITE (SUB)SPECIES .Y.-.beroher ..
FORMULATION Tw'w\%o] .H.ZO.. ROUTE OF ADMINISTRATION : SCAHPARGAN
MAXIMUM TOLERATED DOSE (MTD) ........ MG/KG X ...
st | T [ [ e e Ty
03 ) - 14171
14O =) - 49.8 * lbb
KFY 3.0 5 I - 459 * 58
\0:0 S - 4285 ¥ 49
& O 123
EDsp(range)2.0 (@3 -2.0)
EDgo(range) 70.0(10.0 - > 100) nVecpolabed  gyophienlly
Resistance factor 190
03 5 - 412 £ 1\.5
(O 5 - 159 * 55
PFMA 3.0 S \ - b0+ 03
(0.0 S - 19 *06
(%] Jo) I7-9
EDSO(range)o.z(oJ - 0,5)
EDgglrange) y.9(riy - 2.5)
Resistance factor 190

Principal Investigator: Professor W.Peters
Department of Medical Protozoology

London School of Hygiene & Tropical Medicine
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SUMMARY OF ANTIMALARIAL DRUG TESTS
(BLOOD SCHIZONTOCIDES)

TABLE 84

COMPOUND NAME

OR NUMBER CCyerocuamin ... ... PARASITE (SUB)SPECIES —P:jOQL“ =P...
FORMULATION .IWS’&O.SQ./.H ,Q. ROUTE OF ADMINISTRATION : SCAHRAPOFHY
MAXIMUM TOLERATED DOSE (MTD) ........ MG/KG X ...
. Daily dose No. of No. of Mean control Treated PR%i
Strain mg/kg DO-D+3 mice .experiments | parasite rate % |Contro 10c
03 S - ©5.0 t S|
\:O 5 - 299 159
SAM 30 S | ~ 228 * 65
\0:0 S - 04 + 02
@ \O 139
EDq(range) 11(0.5 - 2.0)
EDgg(range) 3.1(1.5 - 5.5)
Resistance factor 190
0.3 5 - 49.1 * 9.
S S - | 2vax306
MPsS 3.0 5 l - 33 23
l0.0 5 - 2.4 %00
& 10 =2
ED;4(range) 0.25(0 .2 - 0. ‘>
EDgo(range) 2. 5( 1.8 ~ 4.1)
Resistance factor 190

Princin~1 Investigator: Frofessor W.Peters
Lepartment of Medical Protozoology

London School of 4ygiene & Tropical Medicine

97




SUMMARY OF ANTIMALARIAL DRUG TESTS
(BLOOD SCHIZONTOCIDES)

TABLE 95

COMPOUND NAME

OR NUMBER SYcoguanie L. PARASITE (SUB)SPECIES .P:sjqe!&. S9P...
FORMULATION .TWQQO.ZSQ/.HZO. ROUTE OF ADMINISTRATION : SCAHHPAPOAH
MAXIMUM TOLERATED DOSE (MTD) ........ MG/KG X ...
Strain Daily dose No. of No. of Mean control Treated PR%&lO(
mg/kg DO-D+3 mice -experiments | parasite rate % |Contro
0.3 S - 9.4 + 156
10 5 ~ 33 £ 33
Qms 3.0 S l - Il + 05
0O S - o)
525 e} 39

Eoso(range)\.o(oA—- M’D

Resistance factor 190

EDco(range)

EDgo(range)

Resistance factor I90

Principal Investigator: Professor W.Peters
Department of Medical Protozoology

London School of Hygiene & Tropical Medicine
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SUMMARY OF ANTIMALARIAL DRUG TESTS TABLE 86
(BLOOD SCHIZONTOCIDES)

COMPOUND NAME

or nuMBER  .MENOCTONE ... . PARASITE (SUB)SPECIES . bergner
FORMULATION TWW?Q /H}_) ROUTE OF ADMINISTRATION : SC/-RAROAHY
MAXIMUM TOLERATED DOSE (MTD) ........ MG/KG X ...
swrain | Doy dore e [ e o e el [ T
0.1 5 - 926 £ 58
0.3 S - 34.6 £ 32
MFY (.0 S \ - <60 t 10}
2.0 S - 8 * |3
l0:0 5 - o)
& (o 2.9
EDSO(range)o,B(o.z - |,‘)
Eogo(range) \'B(o‘(’ ,1‘9)
Pesistance factor 190
O.l 5 - 100 + 49
0-3 S - 387 * 60
KFy .0 S | - 62.3+3S
3.0 S - 3-2* 10
ToXle) =) - O+ 03
/] 1O 1.8
| £ ;(range)0.9( 0.5 - 1-5)
EDgp(range).5( 1.5 - 4.2)
Resistance factor 190 B

Principal Investigator: Professor W.Peters
Department of Medical Protozoology
London School of Hygiene & Tropical Medicine
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SUMMARY OF ANTIMALARIAL DRUG TESTS

TABLE 87
(BLOOD SCHIZONTOCIDES)

COMPQOUND NAME

OR NUMBER MENQCTONE ............. PARASITE (SUB)SPECIES P-be{g '

FORMULATION .IWeen RO [H.O. ROUTE OF AOMINISTRATION : SC/PrPerEs

MAXIMUM TOLERATED DOSE (MTD) ........ MG/KG X ...
. Daily dose No. of | No. of - Mean control Trc:ted*PRéi
Strain mg/kg DO-D+3 mice .experiments | parasite rate % |Control PR 100
10-0 S - P r3I3
300 S - 20:3 * 3]
MeN (00-0 s l - 0.4 %33
3000 S - 55.3 53
@ =3 21.0
ED5p(range) 300( 180 - S00)
EDgp(range) 3gp0(2200 ~ 6000)
Resistance factor 190
O-i S = 100
03 S - B4 3
PFMA .0 S \ - 50:9 * 18§
30 S - 68 *58
(0.0 S - 002 +0.03
& 10 S99
| ED-5(ranae) 5.8(0 5 - 1-3) |
EDgolrange).0(1.5 ~ 3.4)
Resistance factor I90
L

Principal Investigator: Professor W.Peters
Department of Medical Protozoology

London School of Hygiene & Tropical Medicine
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SUMMARY OF ANTIMALARIAL DRUG TESTS TABLE 28
(BLOOD SCHIZONTOCIDES)

COMPOUND NAME
OR NUMBER MENOCTONE. ... ... .. PARAS I TE

............. , (SUB)SPECIES Pbegw

FORMULATION . lween 8O /H.,_O ROUTE OF ADMINISTRATION : SCAEHPrPOFH*

MAXIMUM TOLERATED DOSE (MTD) ........ MG/KG X ...
R Datly dose No. of No. of Mean control Treated PR%&
Strain ma/ka DO-D+3 mice -experiments pgrasite rate % |Control PR 100
O-l S - 969 £ 45
03 S - 825 * 36
NAM \-O S \ - 34.S £ 5
3.0 S - 09 %03
10:0 5 - 0.0l * 00}
1] | o . 247
EDSO(range)o.q(O,A,_ 1.9)
EDg(range) 2.0(1.0 -S-S)
Resistance factor 190
O\ S - 813 * 34
0.3 S - LS £ 13
QM 10 S \ - 536 * 18
2.0 S - 19.5 £ 1.5
100 S - 0.02 % 0.0}
%) \O 9.4
EDEO(rango) 0.5(0,2_ 2,‘3;)
EDg range)zs(‘.‘ -109
Resistance factor I90

Principal Investigator: Professor W.Peters
Department of Medical Protozoology
London School of Hygiene & Tropical Medicine
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SUMMARY OF ANTIMALARIAL DRUG TESTS

TABLE 39
(BLOOD SCHIZONTOCIDES)

COMPOUND NAME

OR NUMBER ..MeENocTONE. ... PARASITE (SUB)SPECIES P:;th’- SSp .

FORMULATION Twm-\sO/H.p ROUTE OF ADMINISTRATION : SCAHPARErH¥

MAXIMUM TOLERATED DOSE (MTD) ........ MG/KG X ...
. Daily dose No. of | No. of Mean control Treated?R%(
Strain mg/kg DO-D+3 mice experiments | parasite rate % |Control Pk 100
o S - 939 £ 43
0:3 S - 301 * 33
SAM 10 S | 1 .- 573 + bb
30 S - lol * 63
10:0 S - 03 *02
& 1O . 1”33
EDSO(range) 0.5(0.2 - ‘;4,)
EDgg(range) 2.0(03 - 5.6
Resistance factor 190
Ol S - 00 t66
0:3 S - 942 %109
MPs 1O S L - F1-4*10-6
2.0 5 - -3r06
100 S - 003 *0:03
. 10 e
EDso(range) ‘,0(0,6_2.\3 -
EDgp(range) 9 2(1.3 -4.9)
Resistance factor I90

Principal Investigator: Professor W.Peters
Department of Medical Protozoology
London School of Hygiene & Tropical Medicine
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SUMMARY OF ANTIMALARIAL DRUG TESTS TABLE S0
(BLOOD SCHIZONTOCIDES)

COMPOUND NAME

OR NUMBER  ..MENOCTONE . . . PARASITE (SUB)SPECIES Ph

FORMULATION .. ween 30 /.HO ROUTE OF ADMINISTRATION : SC/HPHPOAEY

MAXIMUM TOLERATED DOSE (MTD) ........ MG/KG X ...
- Daily dose No. of No. of - Mean control Treated‘PR%(

strain mg/kg DO-D+3 mice -experiments | parasite rate % jControl PR 100
-t 5 - 9493 £93
03 S - 100 £ 93

QMS 1O = l - 386 * 15-C
3‘0 5 - 4lbt 30‘
(0:0 S - 005 £ 00
@ 1e; 4.4

EDgy(range) \.3(0-8 - 2.3)
Ebgo(range)gq( 13 -4.6

‘Resistance factor 190

FD-.{ranne)
Dt -

EDgo(range)

lRes1stance factor 190

Principal Investigator: Professor W.Peters
Department of Medical Protozoology
London School of Hygiene & Tropical Medicine
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SUMMARY OF ANTIMALARIAL DRUG TESTS
(BLOOD SCHIZONTOCIDES)

TABLE St

COMPOUND NAME

OR NUMBER MeNQCTONE. ... ... PARASITE (SUB)SPECIES Pg ﬁ'gex'neni.s

FORMULATION Tweengo/ H,O.. ROUTE OF ADMINISTRATION : SC/HAFPGAH

MAXIMUM TOLERATED DOSE (MTD) ........ MG/KG X ...
3 Daily dose No. of No. of Mean control Treated PR%(

Strain mg/kg DO-D+3 mice .experiments | parasite rate % |Control PR 100
01 ) - 929 t 5.8
O~3 5 - 88'6 z q“

NIG IO S | - 2.4 t 4.4
3.0 s - 53 £22
{00 S - \:0 *0F
] e - 140

ED5y(range) 0.9( 0.3 - 1.8)
EDgo(range) 3.2( 1.2 - 63)

Resistance factor 190

ED-~(range)

—J

EDgo(range)

Resistance factor 190

Principal Investigator: Professor W.Peters
Department of Medical Protozoology
London School of Hygiene & Tropical Medicine
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SUMMARY OF ANTIMALARIAL DRUG TESTS

(BLOOD SCHIZONTOCIDES)

COMPOUND NAME

TABLE o2

OR NUMBER LFLoxacRINE L, PARASITE (SUB)SPECIES . P beg\w .....
FORMULATION .1%2en 8Q/H O. ROUTE OF ADMINISTRATION : SCARAROAEY
MAXIMUM TOLERATED DOSE (MTD) ........ MG/KG X ...
SN | o Sorbra | e | averiments| pocasion rate % [Tomer PR
O\ S - 724 113
0-3 S - 2.8 * 9.4
MFEY 10 S l - 1.0 *+ 06
3.0 5 - o
& o 11,9
ED;,(range) 0;2(0 N - 0.4;
EDgg(range) 0.5(0 3 - 1.1)
Resistance factor 190
01 S - 90-6 £ 10|
03 S - 55.2 t 14.8
KFY o) S I - 0:03 + 00!
3.0 S - o
& Je) 14-7
EDgy(range)o,5(0.15 - 0.4)
“v90) ¥15%)0,45( 0.3 ~0.6)
Resistance factor Igg

Principal Investigator: Frofessor W.Peters
Department of Medical Protozoology
London School of Hygiene & Tropical Medicine
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SUMMARY OF ANTIMALARIAL DRUG TESTS TABLE ©3
(BLOOD SCHIZONTOCIDES)

COMPOUND NAME
OR NUMBER Froxacaing

FORMULATION .1wWeen 8Q/H JO. ROUTE OF ADMINISTRATION : SCAHR/APEAHY

MAXIMUM TOLERATED DOSE (MTD) ........ MG/KG X ...
Strain Daily dose Nb: of No. of Mean gontro] Treated PR%i]GO
mg/kg DO-D+3 mice .experiments | parasite rate % |Control P!
O\ S - 100
0.3 5 - b2:4 £ 99
S AM 2K, S ! - 03 * o4
3.0 5 - 0:01 *+0.0!
N 95 10 25.1
E050(range) 0.35( 0.3 - 0-Q)
EDgg(rangelo.ss(o. 4-0:5)
Resistance factor 190
0:) 5 - 92.5 £ \\.O
03 5 -~ 519 ¥ 59
MPS [ o 5 l - C e *tO\
20 S - o
495 {o) 103
ED5p(range)p.o5(0.15 - 0 39)
0901 1216%) 5.5(0.3- 0.7
Resistance factor 190
Principal Investigator: Professor W.Peters

Department of Medical Protozoology
London School of Hygiene & Tropical Medicine

06




SUMMARY OF ANTIMALARIAL DRUG TESTS TABLE 94
(BLOOD SCHIZONTOCIDES)

COMPOUND NAME

OR NUMBER  ..FLOXACRINE . .. ... PARASITE (su)spectes ..Eiyoelin ssp
FORMULATION .. ween 80 / .HIQ ROUTE OF ADMiNISTRATION : SC/HPPe/H
MAXIMUM TOLERATED DOSE (MTD) ........ MG/KG X ...
Strain Daily dose I'No. of | No. of - Mean control Treated PR%&]O(
mg/kg DO-D+3 mice .experiments | parasite rate % |Contro
0. s - 0>
0.3 5 - 624 + 189
QMs Yo} S [ - 0:02 + 0.02
2.0 S - o
) 10 b

EDgy(range) 0.2( 0. - 0:5)]

EDgg(range) g. 405 - 0-9\)
Resistance factor Ig,

EDSO(range)

tbgo(range)

Resistance factor 190

Principal Investigator: Professor W.Peters
Department of Medical Protozoology
London School of Hygiene & Tropical Medicine

o)




[

SUMMARY OF ANTIMALARIAL DRUG TESTS TABLE 95
(BLOOD SCHIZONTOCIDES)

COMPOUND NAME

OR NUMBER LTV T N PARASITE (SUB)SPECIES ...‘?-.*??a-g‘ﬁ\:é‘....
FORMULATION ..\wegn, 80 /.H,p. ROUTE OF ADMINISTRATION : SCHPAPEAEY
MAXIMUM TOLERATED DOSE (MTD) ........ MG/KG X ...
SErain | pang ooes | mice | aeriments | bnoron are % | P10
3.0 S - 539t 4.2
\0.0 S - 224t A2
MEY 30.0 S \ - 3.5+ 08
1000 S - '3 + 05
& o) .9
EDgp(range) 3.6( 2.1 — 6:2)
EDgg(range) 19.5(11.5-34.4)
Resistance factor 190
3.0 5 - R0.5 £ 152
0.0 S - 2\.8 ¥ 34
KFY 300 5 \ - 4.4 2 VO
100:O 5 - 29 £ 07
o} Teo) \49
EDq(range)5:3( 2.5 - 24.2)
| “°901 ""92)28.0013.0 - 135]
Resistance factor I90

Principal Investigator: Professor W.Peters
Department of Medical Protozoology
London School of Hygiene & Tropical Medicine
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SUMMARY OF ANTIMALARIAL DRUG TESTS

(BLOOD SCHIZONTOCIDES)

COMPOUND NAME

OR NUMBER

CL:NDHM)/QN

TABLE °9C

-------------

MAXIMUM TOLERATED DOSE (MTD) ........ MG/KG X ...
. Daily dose No. of No. of Mean control Treated‘PR%t
Strain mg/kg DO-D+3 mice -experiments | parasite rate % [Contro 10¢
3.0 =) — 450 £ 12.)
|00 5 = 469 * 1))
PFMA 20:0 5 | - S5 +33
1000 ) - @)
& 1O \or 4
EDgy(range) (,5(3 7 - 11.6)
EDgy(range)|p,5(9.3 ~ 20.0)
Resistance factor I90
3.0 5 — 95.4 180
100 S — 499 +\29
NAM 20.0 5 \ - 26t W2
100:0O 5 - 002 * 0:07
o) \O 53
EDgp(range) . 4( 3.3 - 13.0)
| Ebggirange) (2.5(9 5 -37.0)
Resistance factor I90

Principal Investigator: Professor W.Peters
Department of Medical Protozoology
London School of Hygiene & Tropical Medicine
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SUMMARY OF ANTIMALARIAL DRUG TESTS

TABLE 97
(BLOOD SCHIZONTOCIDES)

COMPOUND NAME
OR NUMBER CLINDAM)/C‘\M

FORMULATION f]}v939338£>/fki£:z ROUTE OF ADMINISTRATION : SC/AERAPGAEV
MAXIMUM TOLERATED DOSE (MTD) ........ MG/KG X ...
. Daily dose No. of No. of Mean control ireated PR%{
Strain mg/kg DO-D+3 mice .experiments | parasite rate % |Contro 100
3.0 5 — 46.4 t 5.4
10:0 S - 282 ¥ b2
QM 30:0 S \ - 3 + 0.4
100:0 5 - @
D Xo) ‘ 207
/

EDSO(range)3.5(2.o - (:-6)

EDgy(range) y3,.8( 8.0 -26:5)
Resistance factor 190

EDSO(range)

Ebgo(range)

Resistance factor I90

Principal Investigator: Professor W.Peters
Department of Medical Protozoology

London School of Hygiene & Tropical Medicine
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SUMMARY OF ANTIMALARIAL DRUG TESTS TABLE 9%

(BLOOD SCHIZONTOCIDES)
) COMPOUND NAME
OR NUMBER Luipamgony L. PARASITE (SUB)SPECIES Pouocur SSP...
FORMULATION ..1Wen 8O, /H O ROUTE OF ADMINISTRATION : SC/HRRO/EY
MAXIMUM TOLERATED DOSE (MTD) ........ MG/KG X ...
Strain Daily dose No: of 0. of Mean gontréT Treated‘PR%i]OO
mg/kg DO-D+3 mice -experiments | parasite rate % |Contro
3.0 S - 652 ¥ a2
0.0 S ~ 306 14
MPS 300 S ! ~ q9 * )
\00-0 5 - 0L *+02
[ 10 103
EDgp(range) 5.6( 2.5 - 8.2)
. EDgo(range) 26.0( 12.5 - 29.0)
. Resistance factor 190
3.0 S - 6.0 t 4.8
0.0 5 - 555 ¥ 13
SAM 30.0 5 { - 1S53 £ 39
00O 5 - 04 + 0.2
D K= 25. |
EDgq(range) ‘0,0(:{'4 _\5‘03
EDgo(range) 3,0(2.1:0-52.0)
Resistance factor I?Q

Principal Investigator: Professor W.Peters
Department of Medical Protozoology

London School of Hygiene & Tropical Medicine
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SUMMARY OF ANTIMALARIAL DRUG TESTS TABLE 99
(BLOOD SCHIZONTOCIDES)

COMPOUND NAME

OR NUMBER LCrivpamyand ... PARASITE (SUB)SPECIES P celu sso
FORMULATION :]E?R&o.sgllfiél. ROUTE OF ADMINISTRATION : SCAHHP/PEAHY
MAXIMUM TOLERATED DOSE (MTD) ........ MG/KG X ...
Strain Daily dose No. of ‘No. of Mean control Treated PR%(]OO
mg/kg DO-D+3 mice .experiments | Parasite rate % {Contro
3.0 S - 888 ¢+ 125
10-0 s | - b4+ 192
Qams 30.0 s ‘ - (03 t 4.
|00 0 5 - Ob * 03
o] 10 66

EDgy(range) ‘0,0(5 o - 27__9

EDgg(range) 31.0(16-5-F0.d)

Resistance factor 190

EDSO(range)

EDgo(range)

Resistance factor Ing

Principal Investigator: Professor W.Peters
Department of Medical Protozoology
London School of Hyqiene & Tropical Medicine
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SUMMARY OF ANTIMALARIAL DRUG TESTS TABLE 100
(BLOOD SCHIZONTOCIDES)
COMPOUND NAME
oR NUMBER . GhiNRAmYCOIN. ... PARASITE (SUB)SPECIES 9.3..«55@.@.;..
FORMULATION .!WRen BQ /1A 0., ROUTE OF ADMINISTRATION : SCAHP/POAEY

MAXIMUM TOLERATED DOSE (MTD) ........ MG/KG X ...
Strain Daily dose Nb: of lNo. of “Mean control Treated*PRéiloo
mg/kg DO-D+3 mice .experiments | parasite rate % |Contro
3.0 5 - 639 £ 154
100 5 | - 553 11
NG 30.0 5 t - 58 09
100 O 5 - 14 * 07
) 10 252

EDgq(range) g.o( 3.2 -15.8)

EDgg(range) 2¢.5( 11.3 - S7.0

Resistance factor 190

EDSO(range)

EDgo(range)

Resistance factor I.,

Principal Investigator: Professor W.Peters
Department of Medical Protozoology
London School of Hygiene & Tropical Medicine

i3




#

SUMMARY OF ANTIMALARIAL DRUG TESTS

TABLE |OI
(BLOOD SCHIZONTOCIDES)

COMPQUND NAME

OR NUMBER (Poxycyenive ... PARASITE (SUB)SPECIES .. B:b 2

FORMULATION . !ween80 [H O .. ROUTE OF ADMINISTRATION : SC/+Rrpori¥

MAXIMUM TOLERATED DOSE (MTD) ........ MG/KG X ...
St | o Bbrs | e | eerients | ponses e rave % | P 100
3.0 S - 91Q % 63
10.0 S - 352t 30
N 1708 30:0 5 \ = 4.6 QN
Lo-o S - Q:\ + 0O
100:0 5 - O
K 1O - 195.3
]
EDgq(range) 3.5(4 4 - 13.0)
EDgo(range) 18.5(16.3 ~22.0)
Resistance factor 190
3.0 5 - 29 tias
10:0 S - 626 X W6
MEY 200 S \ - L3 * 13
600 5 = 35S +04
100.0 S - 2.1 ¥*o.4
& 10 b
EDgy(range) 8,0(5.0 - 20.6)
EDg(range) 32.p( 20.0 - 8540)
'iesistance factor g,

Principal Investigator: Professor W.Peters
Department of Medical Protozoology

London School of Hygiene & Tropical Medicine

[JESS
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SUMMARY OF ANTIMALARIAL DRUG TESTS

TABLE {02
(BLOOD SCHIZONTOCIDES)
COMPOUND NAME
or humger  ..PoxyeNewnE PARASITE (sUB)sPecIES .&r ol ssp
FORMULATION \wem%o[H Q.. ROUTE OF ADMINISTRATION : SC/HPFPOsHY¥
MAXIMUM TOLERATED DOSE (MTD) ........ MG/KG X ...
. Daily dose No. of | No. of Mean control Treated PR%i
Strain mg/kg DO-D+3 mice .experiments | parasite rate % |Control PR 100
3.0 S - 100 t 2.4
10:0 5 - 863 £ 6S
NS 20:0 S i - 452 1 IS
o0 S - 23S +133
1000 S - 09 * G4
v, o - 1063
ED5o(range) 28,.5(13.5 - 48.0)
EDg0(r2nge) 98.0( 0.0 - 130)
Resistance factor Igg
3.0 S - L34 * S4
0.0 S - 633 2 \0.0
SPN 20:0 S | - 9.2 * 40
60-0 S - LS * 10
100:0 5 - (®]
& 10 2.9
ED;y(range) 8.5(5.3 - 6.2)
EDgo(range)28.0((8.2 - 60.8)
l Resistance factor 190

Principal Investigator: Professor W.Peters
Department of Medical Protozoology

London School of Hygiene & Tropical Medicine
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SUMMARY OF ANTIMALARIAL DRUG TESTS
(BLOOD SCHIZONTOCIDES)

COMPOUND NAME
OR NUMBER

oooooooooooooooooooooo

............

MAXIMUM TOLERATED DOSE (MTD)

TABLE 103

PARASITE {SUB)SPECIES ©+Yurgesensis
¥\ Q. ROUTE OF AOMINISTRATION : SC/AHPAPEAEY

........

........ MG/KG X ...
X Daily dose No. of No. of Mean control Treated PR%&
Strain mg/kg DO-D+3 mice .experiments | parasite rate % |Contro 100
3.0 S - 100 ¥ -6
100 S - 42.2 2100
NIG 20:0 S | - 30129
600 ) - 33+ 1)
1000 5 ~ 2310
& {e) 25 4

Resistance factor 190

EDgp(range) 13.3( 6.2, 209)
EDgy(range) 33.5(16.0 - 6‘-}-8)

EDSO(range)

EDgo(range)

l fesistance vactor 190

Principal Investigator: Professor W.Peters

Department of Medical Protozoology

London School of Hygiene & Tropical Medicine
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APPENDIX 3

DRUG INTERACTION STUDIES
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F'\Surc 2.
40
30 EDgo of

{ ——————————————————————— c\'\\o(ociulme. alone

ED% of dw\oroc‘u[me. (""5“‘33
o
@]

0
o) 20 30
WRO40&4 (mg/ kj)
.0
Fisw’e 3.
v
S
¢+ 2
¥ 3
o
¢ &os
© %
v 3
-4
v
O
o 0-S 1O
Chlormiu.-nq (‘-E)
FiSurﬁs 2andd . The S\jv\crﬁ'-i\"\c iVecadrion of WR 014044 and

c\\Oro(‘\;.u-\\\ut’\rc\\re& ‘3“‘?“‘C‘*“j b‘j fwe alterncrve meteds
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SUMMARY OF ANTIMALARIAL DRUG TESTS TABLE 104
(BLOOD SCHIZONTOCIDES)

coMpouND NaMe WR O14 044 BL 5183

R NUMBER  MON.2lea . PARASITE (sUB)SPECIES Fryeelis ssp. |

........... / H.O.. ROUTE OF ADMINISTRATION : SCAERARGAH

MAXIMUM TOLERATED DOSE (MTD) ........ MG/KG X ...
Strain Daily dose No: of ‘N6. of Mean gontro1 Treated PR 100
mg/kg DO-D+3 mice -experiments | parasife rate % |Control PR%:

IO s - 2.5 * 7.

3.0 S - QT + 1S
NS 10.0 s ! - 93.0 * 43
200 s - SO * 93

& 10 283

EDg(range) 30.0( .3 - 110)
EDgy(range) 150( (0.0 - 550)

Resistance factor I90

EDSO(range)

ED.A(ranae)

Resistance factor 190

Principal Investigator: Professor W.Peters
Department of Medical Protozoology
London School of Hygiene & Tropical Medicir?
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SUMMARY OF ANTIMALARIAL DRUG TESTS
(BLOOD SCHIZONTQCIDES)

TABLE 105

COMPOUND NAME

OR NUMBER  .CHLOROQUINE. .. ....... PARASITE (SUB)SPECIES .Fiyoddal Ssp

FORMULATION .Iween 8O, /H O, ROUTE 0F ADMINISTRATION

2 SCHPPO7TY
MAXIMUM TOLERATED DOSE (MTD) ........ MG/KG X ...
Strain Daily dose No: of .No. of Mean control Treated PR%(]OO
mg/kg DO-D+3 mice .experiments | parasite rate % |Control PR

3.0 ) ~ 60S * 3.3
100 = ~ 1813 + 55

NS 200 S l - 125 £ 1.5
0.0 S - b4 1.5
,@/ o 28-3

EDSO(ranQE) 3;2(|.5 -S ~8\
EDQO( range) 27-0(}25 - 4% &

Resistance factor 190

EDSO(range)

[Don(ranqe)

Lffs1stance factor 190

Principal Investigator: Professor W.Peters
Cepartment of Medical Protozoology
London School of Hygiene & Tropical Medicine
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SUMMARY OF ANTIMALARIAL DRUG TESTS

TABLE 106
(BLOOD SCHIZONTOCIDES)

COMPQUND NAME

OR NUMBER LON 2164 + CHoRaQUINE  pARASITE (sUB)SPECIES . RModut S

FORMULATION TW%%O/HQ ROUTE OF ADMINISTRATION : SC/EPFPOAHY

MAXIMUM TOLERATED DOSE (MTD) ........ MG/KG X ...
Strain Daily dose ‘No:‘GT “No. of Mean control Treated PR%E]OO
mg/kg DO-D+3 mice -experiments | parasite rate % |Control PR
1.0 + 3.0 S - B1.O t &\
3.0 -~ 3.0 S - 94 + 5
NS |ico+30 | s ' - 532+ 93
300 *30 S - 223 + 10|
s 1o 2313
E0g(range) g, 2.5 - 21.9)
| EDgo(range)gs o360 - 239
Resistance factor 190
1O + 10.0 S - 373 + '3
3.0 -~ 100 S - 2.0t .o
NS i0.0+100 | S l - 39 +25
200 + 100 S - .S £0S
& IO 233
EDSO(range) <o\
EDyp(range) a3 (09 - 104)
Resistance factor 190

Principal Investigator: Professor W.Peters
Department of Medical Protozoology

London School of Hygiene & Tropical Medicine
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SUMMARY OF ANTIMALARIAL DRUG TESTS
(BLOOD SCHIZONTOCIDES)

COMPOUND NAME
OR NUMBER

FORMULATION \WQSO/ Hp.... ROUTE OF ADMINISTRATION : SC/HPAPOAH
MAXIMUM TOLERATED DOSE (MTD)

LON 2164 + CHoroguinE

........................

TABLE

107

..............

........ MG/KG X ...
Stratn | U g W o [T or e el I o
10 « 300 | S . L0 % 1.9
3.0 + 300 S - EXERES
NS |loo + 300 | S l - 2.8 2 1.0
30:0 + 200 S - 037 * 02
] Yo 283
!
e EDgy(range) < .y
!: EDgg(range) 0.5(0 2 ~ 118)
Resistance factor 190
WO + o0 | S - 53 + 1.4
3.0 + 600 S - 2.4 * 08
NS 0O + 600 | & ) - 20 % 1)
0O + 600 S - OS 0
& Io 289
EDSO(range) <O
| ED?O(range)o,q_(o‘?_ _ ‘23
wsistance factor 190

Principal Investigator: Professor W.Peters
Department of Medical Protozoology

London School of Hygiene & Tropical Medicine

122
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SUMMARY OF ANTIMALARIAL DRUG TESTS

TABLE 108
(BLOOD SCHIZONTOCIDES)

COMPOUND NAME

OR NUMBER ~ CHroRomuing tLON 2164 parasiTE (sus)sPECIES .Piyoelw ss

.Ciyoeler st £...
FORMULATION I‘t\!‘%@n‘é@./ H.Q... ROUTE OF ADMINISTRATION : SCAPPOFHY
MAXIMUM TOLERATED DOSE (MTD) ...... MG/KG X ...
Strain | Tl 0o | aics | amseriments] sy te ke % | oo pRa100
3.0 + LO ) - 8l.0o t 6}
100 + VO g - 93 + 1.7
NS (30.0 +4O 5 ) - 6:0t 19
600 + (.0 S - S3+ 1)
& e} 23-8
EDzq(range) 63(2.6 - 13.5)
EDgo(range) 23 ,0(g3 - 43.d)
Resistance factor 190
3.0 + 3.0 S - 9.4 * 65
0.0 + 30 S - 9.0 x 1.9
NS 20.0 + 3.0 S ( - 2.3 * LS
600 + 3.0 S - 24 1 09
& (O 228
EDSO(range) 6.0(2;;] - “,3)
EDgp(range)13.8( 8.3 ~25:0)
Resistance factor I90

Principal Investigator: Professor W.Peters
Department of Medical Protozoology

London School of Hygiene & Tropical Medicine

\23
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SUMMARY OF ANTIMALARIAL DRUG TESTS

(BLOOD SCHIZONTOCIDES)

COMPOUND NAME

OR NUMBER

........

-----------------

TABLE 109

........ MG/KG X ...
T IR S LT e B B S L
30 + 100 | 5 - 532 + 93
10.0 + 10.0 S - 4.9 *+ 285
Ns 200 +10:0 S ) - 2.8 * 1.0
0.0 « (0.0 = - 2.1 4y
2 O 28- %8
EDgo(range) 3.5(\4° - q,4_>
EDgy(range)14.9( 66 ~ 31.0)
Resistance factor I90
- 3.0 + 30.0 S =~ 323 ¢ 104
10.0 + 20,0 S - .S *0S
NS |200+300]| s \ - 03 + 02
600 +20.0 | S - 0.5 + 02
o 10 23-3
EDg,(range) |.‘:](0,~., -2.5)
| Eoplrange) 3.4(2.9 - 15.S)
Lﬁesistance factor 190

Principal Investigator: Professor W.Peters
Department of Medical Protozoology

London School of Hygiene & Tropical Medicine
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SUMMARY OF ANTIMALARIAL DRUG TESTS
. (BLOOD SCHIZONTOCIDES)

TABLE (1O

COMPOUND NAME WR 255 (o‘bSAE( BL 4BLSG)

R NUMBER ~ LON. 2142 ... PARASITE (SUB)SPECIES ©r berghoy

FORMULATION T\.’?@agQ/.H.IQ.. ROUTE OF ADMINISTRATION : SC/EPAPOHY

.......

MAXIMUM TOLERATED DOSE (MTD) ........ MG/KG X ...
Strain a1ly dose No. of No. of Mean control Treated PR 100
' mg/kg LO-D+3 mice .experiments | parasite rate % |Tontrol P'Réx
3’0 5 -_— 9’2‘8 ts:g
N 30:0 S | - 923332
: 1000 S — 52 +233
|
<D 10 233
w EDgp(range) > 00
‘ EDQO(range) S100
Resistance factor 190
EDSO(range)
EDQO(range)

Resistance factor 190

Principal Investigator: Professor W.Peters
Department of Medical Protozoology

London School of Hygiene & Tropical Medicine
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SUMMARY OF ANTIMALARIAL DRUG TESTS

TABLE 111
(BLOOD SCHIZONTOCIDES)
COMPOUND NAME |
OR NUMBER  CHLORQRUINE ... ......... PARASITE (SUB)SPECIES Vrbexofnga . .
FORMULATION .!w@nf&Q./.HZQ. ROUTE OF ADMINISTRATION : SC/EP/POAEY
MAXIMUM TOLERATED DOSE (MTD) ........ MG/KG X ...
Strain ~Daily dose No. of | No. of ‘Mean control Treated pR%ﬁlOO
mg/kg DO-D+3 mice .experiments | parasite rate % |Control F
O3 S ~ 20\ + 43
1.0 S - SRt A4
N 3.0 5 | - 514 + {0k
Jol[e} S - 0.08 ¥ 0O.C%
& 1o 23.3
_
. E;p(range) 2.6( 1o —3.3)
1 EDgp(range) 4.4 (3.3 -5)
! Resistance factor 190 ‘

EDCO(range)

EDgo(range)

Resistance factor I90

Principal Investigator: Professor W.Peters
Department of Medical Protozoology

London School of Hygiene & Tropical Medicine
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SUMMARY OF ANTIMALARIAL DRUG TESTS

TABLE \\2
(BLOOD SCHIZONTOCIDES)

COMPOUND NAME
OR NUMBER Lo 2142 ~

.......

FORMULATION .l.vso.e.%.?Q/HzQ. ROUTE OF ADMINISTRATION : SC/ERAROAF

MAXIMUM TOLERATED DOSE (MTD) ........ MG/KG X ...
R Daily dose No. of No. of Mean control 1reated‘PR§E
Strain mg/kg DO-D+3 mice .experiments | parasite rate % |Control PR 10
2.0+403| S - S0 + 4.4
100 +OR | 5 - R4+ 49
N 200 +03| S t - F6.2 + 2.2
1000 +03 | 5 - 499+ 66
%) e} 23.8
|
- EDgq(range) 90.0( 4.0 - |190)
' EDgo(range)§> Teole)
Resistance factor 190
30+ 1.0 S — B72* 3G
0.0 + 1.0 S ~ B2 49
N 30.0 + .0 5 ' - 539 ¢ bl
1000 +1.0 S - 433 + 4.4
) 1O 23.8
EDSO(range) 50.0(22,0 - 1503
EDQO(range) o0
Resistance factor 190

Principal Investigator: Professor W.Peters
Department of Medical Protozoology

London School of Hygiene & Tropical Medicine
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SUMMARY OF ANTIMALARIAL DRUG TESTS

TABLE 113
(BLOOD SCHIZONTOCIDES)

COMPOUND NAME

OR NUMBER LON 2142 = CAOROQUINE  PARASITE (SUB)SPECIES P.-.*.D.@gb.e\. .....

FORMULATION W22 8O,/ H. 0., ROUTE OF ADMINISTRATION : SC/EPAPOAEY
MAXIMUM TOLERATED DOSE (MTD)

........ MG/KG X ...
I O Ll B e R L 7
30 + 3.0 5 - 47 + 110
10.0 + 3.0 S - 459 t 1/Q
N 200~30 | 5 \ N 313+ 33
| 100:0 +320 | S - 222 +22
i; [0 \O 22.3
uu EDgp(range) 3.6(1.0 - 9.0)
‘ EDgo(range);>\c>c3
? - | Resistance factor Ig,
2.0+ 100 S - 0330
\0:0 + 100D 5 - O
N 200 + 10.0] 5 l - O
1000 ~ 100 5 - ©)
[~ [ 228
EDso(range) < 32.0
EDgo(range) <20
Resistance factor 190

Principal Investigator: Professor W.Peters
Department of Medical Protozoology

London School of Hygiene & Tropical Medicine
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SUMMARY OF ANTIMALARIAL ORUG TESTS

TABLE 14
(BLOOD SCHIZONTOCIDES)

COMPOUND NAME
OR NUMBER CioRoQUINE t LON 2142

oooooooooooooooooooooo

........ MG/KG X ...
. Daily dose No. of No. of - Mean control Treated PRé{
Strain mg/kg DO-0+3 mice .experiments | parasite rate % {Control PR 100
03 + 3.0 S - S0 4.4
“WO + 30 = - .2 t35
N 3.0 + 30 S ) - AFR 1y
10:.0 + 3.0 S - 03 20
& 10 233
EDso(range) \\5(0 | —3.5}
Ebgo(range).gr‘%(:;_\\ - \O-6>
Resistance factor I90
03 + 10.0 S ~ D4 49
WO + 10.0 S - _.2 * 49
~N 3.0 + 100 5 ] - 45,9 * 1R
100 + 10D 5 - O
% 1O 23.3
ED.(range) 123(0.4- )
E090( range) 7:6(0'9 -3 b\jp
Resistance factor 190

Principal Investigator: Professor W.Peters
Department of Medical Protozoology

London School of Hygiene & Tropical Medicine
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SUMMARY OF ANTIMALARIAL DRUG TESTS

TABLE US

(BLOOD SCHIZONTOCIDES)

COMPQUND NAME

OR NUMBER

FORMULATION Jweer B/ H Q.. ROUTE OF ADMINISTRATION : SC/tRsperi¥
MAXIMUM TOLERATED DOSE (MTD)

CHLORQQUINE * LONDI42  pARASITE (SUB)SPECIES Q‘)Qg )

................

........ MG/KG X ...
. Daily dose No. of [ Ro. of Mean control Treated‘PRéi
Strain mg/kg DO-D+3 mice .experiments | parasite rate % |Control P 100
0:3 +20.0 > - F62 T 22
Lo +20.0 S - 539 60
N 20 *200 | S l - 30,3+ 3,3
100 +30:0 5 ~ o
& 1O 232.3
EDgo(range) \.o{ 0 -7 =)
EDgg(range).3(1.2 - 5.0)
Resistance factor I90
0.2 + 1000 S - 499 * L'
QO + 1000 5§ - 42.) 1+ 4.4
N 30 + 1000 5 ! - L2 E2D
1I0.0 + Iooo| S - O
,QS 1O 23.8
EDgo(range) 0,8(0.3 -Iﬂ
E%Ohame)hg(04o_5‘h
Resistance factor 190

Principal Investigator: Professor W.Peters
Department of Medical Protozoology

London School of Hygiene & Tropical Medicine
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SUMMARY OF ANTIMALARIAL DRUG TESTS

TABLE 6
(BLOOD SCHIZONTOQCIDES)

COMPOUND NAME WR 255 695 AE (8L 48650
R NUMBER  LON. 2082, ... ........ PARASITE (SUB)SPECIES péwh»s,g@

FORMULATION . Jnoeen RO[HLO.. ROUTE OF ADMINISTRATION : SC/EP/PEAEY
MAXIMUM TOLERATED DOSE (MTD)

........ MG/KG X ...
Strain Daily dose No. of [ No. of Mean control Trea’ced‘F’R%t.l00
mg/kg DO-D+3 mice -experiments | parasite rate % |Control P
3.0 S - 986 t 14
‘O‘O S - %Zto p 4\8
N& 200 5 { - 940+ 2.5
100:0 5 - 9Aa.,| T 2.3
@ Ie} 281
EDcp(range) s> (oo

EDgo(range) > 100

Resistance factor 190

EDSO(range)

EDgo(range)

Resistance factor I90

Principal Investigator: Professor W.Peters
Department of Medical Protozoology

London School of Hygiene & Tropical Medicine
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COMPOUND NAME
OR NUMBER

FORMULATION . 180,80/ B 0. ROUTE 0 ADMINISTRATION : SC/ER/POrEY

SUMMARY OF ANTIMALARIAL DRUG TESTS
(BLOOD SCHIZONTOCIDES)

--------------------------

TABLE 117

-------

MAXIMUM TOLERATED DOSE (MTD) ........ MG/KG X ...
Strain Daily dose No. ot .N6. of Mean control Treated PR%(]OC
mg/kg DO-D+3 mice -experiments | parasite rate % {Control F
3.0 5 - S0\ + 37
OO S - 4\N0 2\
NS 3060 g \ - EXSRAS
LO:0 S - RN
& \O 2% |

EDgp(range) g 3(4.9- 16

EDgq(range) 25.0(15.0 - JO.O)

Resistance factor 190

EDSO(range)

Eogo(range)

Resistance factor Ig

0

Principal Invescigator: Professor W.Petere
Department of Medical Protozoology

London School of Hygiene & Tropical Medicine
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SUMMARY OF ANTIMALARIAL DRUG TESTS TABLE '8
(BLOOD SCHIZONTOCIDES)

COMPOUND NAME
OR NUMBER Lo 2142 + ChoRr0oQuise pARASITE (SUB)SPECIES D\g)s:elu SSP

FORMULATION . Jween 8O/ O.. ROUTE OF ADMINISTRATION : SC/EPrPorEv

---------

MAXIMUM TOLERATED DOSE (MTB) ........ MG/KG X ...
Strain Daily dose No: of ANB. of Mean gontrﬂ Treated PR%&]OO
mg/kg DO-D+3 mice .experiments | parasite rate % |Control F
30 + .o | 5 - 3D * 3.4
1.0 + {.O S - 92.23 + 2.0
NS |200+10 | s - - OB 2.5
(00O + 11O S - 3902 2.5
) 1O 28|
EDso(range) s\oe
EDgg(range) » yo
Resistance factor 190
2.0 ~ 3.0 S -~ 92:4 £ 3D
100 « 20 | 5 - 2.1 * 2.0
NS (200 +320 S l - 9203 t 2.8
100:0 + 30 | 5 - 879 *+ 29
o 10 2% |
EDSO(range) >100
EDgo(range) > 100
Resistance factor 190

Principal Investigator: Proessor W.Peters
Department of Medical Protozoology
London School of Hygiene & Tropical Medicine
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SUMMARY OF ANTIMALARIAL DRUG TESTS

(BLOOD SCHIZONTOCIDES)

COMPOUND NAME
OR NUMBER

.......................

TABLE 119

NE  PARASITE (SUB)SPECIES Psqeh\ ssp
FORMULATION T\P.QQOEQ.)HlD.. ROUTE OF ADMINISTRATION : SC/EP/POfEY

MAXIMUM TOLERATED DOSE (MTD)

---------

........ MG/KG X ...
R Daily dose No. of No. of - Mean control Treated PRé(
Strain mg/kg DO-D+3 mice .experiments | parasite rate % |Control P 100
30 + 100 5 — 2.6 *t L4
10O + 100 ) - 4.2+ )
NS |20 +100 | 5 | = 4.0 * |2
100 0+iI00 | S - 24 05
& o) Py
EDSO(r‘ange) <32.06
EDQO(range) <3.0
Resistance factor 190
30 ~300 | S - .3 = 1.0
00 WO | S - L4+ 03
NS 1200 -+200]| S \ - 13 03
iI000 + 300 S - 1 4 £ O
Qé 1 @) 201
EDSO(range) <320
iDgo(range) <3.0
Resistance factor 190

Principal Investigator: Professor W.Peters
Department of Medical Protozoology

London School of Hygiene & Tropical Medicine
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SUMMARY OF ANTIMALARIAL DRUG TESTS
(BLOOD SCHIZONTOCIDES)

TABLE 120

COMPOUND NAME
OR NUMBER LON 2142 .~ Sl

.....

FORMULATION TMO.SQ./HZQ. ROUTE OF ADMINISTRATION : SC/HRARGALY

MAXIMUM TOLERATED DOSE (MTD) ........ MG/KG X ...

2142.7 G HOEQ@UNE PARASITE (SUB)SPECIES Fivpeeles. 38

R Daily dose No. of No. of
Strain | a/Kg D0-D+3 | mice

Mean control Treated PR%HOQ
.experiments | parasite rate % |Control PR

2.0 + 600 | 5 - Ob 0.2
00 + 600 | S - .4 + 02
NS {200 «+600{ 5 \ - 14 * Ois
100:0 +600] S - L 4+ 0
o 'O . 281

EDSO(range) <2.0

EDgo(range) <33.0Q

Resistance factor 190

EDso(range)

EDQO( range)

Resistance factor 190

Principal Investigator: Professor W.Peters
Department of Medical Protozoology

London School of Hygiene & Tropical Medicine
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SUMMARY OF ANTIMALARIAL DRUG TESTS TABLE 12y
(BLOOD SCHIZONTOCIDES)

COMPOUND NAME

OR NUMBER ~ CHLOROQUINE x Lo 2142 paRaSITE (SUB)SPECIES P:jqelu sSp

----------

MAXIMUM TOLERATED DOSE (MTD) ........ MG/KG X ...
L I s e T
L0 +« 2.0 S — BRSO + 2.4
3.0 + 3.0 5 — D24 + 3.}
NS oo +3.0 S 1 - 2.6 * L4
0:0 + 33 5 - '8 = .o
0.0 * 3.0 S - 06 02
b o 28|
ED;,(range) 3.0(2_—2_ -2 \,5)
EDgo(range) | L0 (S0 - 4% 1)
Resistance factor 190
V'O +\0.0 =) - RN32.0
3.0 + 10.0 Y - .1 £ 2.0
NS 10.0 + 100 5 \ - 4.2 % Wy
30:0 + 1D.D S - VA + 00
0D + o0 S - L 4+ o
@ 1O 23|
E0gq(range) 5.63( 1.5 ~ 11.0)
EDgg(range) 3,3( 52 - 4040)
LE{gsistance factor lg,

Principal Investigator: Professor W.Peters
Department of Medical Protozoology
London School of Hygiene & Tropical Medicine
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SUMMARY OF ANTIMALARIAL DRUG TESTS
(BLOOD SCHIZONTOCIDES)

COMPQUND NAME

OR NUMBER

MAXIMUM TOLERATED DOSE (MTD)

--------------------------

_ PARASITE (SUB)SPECIES SXupebin.ssp...
FORMULATION .19220 SQ[H 0. ROUTE OF AOMINISTRATION : SC/ip/RofE¥

TABLE 122

........ MG/KG X ...
. Daily dose No. ot | No. of - Mean control Treated PR%&
Strain mg/kg DO-D+3 mice .experiments | parasite rate % |Control P 100
O + 30.0 5 - 203 £ 2.5
2.0 + 300 =) - 2.3 + 2.3
NS l0.0 +200| 5 \ _ 4.0 * 1.2
20:0 +30.0] S - W7+ o0
100.0 * 2300| 3 - 4 2 0.6
B I 23\
EDso(range) 5,0(1, b-las
EDgo(range)\:7(,5(:5‘?D - 50 ,03
Resistance factor 190 ‘
IO + 600 S - 89.2 * 2.S
3.0 -c00 | S - 39t 39
NS \0.0 =~ 00 5 | - 2. + 0S
30:0 + 600 S - & + O
1000 - ko] 5 - W4 200
A_J;é O 2%
EDgo(range) (. 4(72.2 - 24.0)
EDgp(range) 15.5( 5.2, -S6}0)
Resistance factor 190

Principal Investigator: Professor W.Peters

Oepartment of Medical Protozoology

London School of Hygiene & Tropical Medicine
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SUMMARY OF ANTIMALARIAL DRUG TESTS TABLE 123
(BLOOD SCHIZONTOCIDES)

COMPOUND NAME WR 255 693 Ac (BLases™
OR NUMBER S INC U+ SRORN PARASITE (sUB)SPECIES .P-Deghe,

O I s A T O I A ML 5 R
3.0 S - O9B.A4 2.5
0.0 s - B2.2 + 4,6
N 30:0 S { - 154 3.9
100 O 5 . - 592 + 59

g o 2138

05 (range) 80,0(30.0 - 14-0)
EDgo(range)Sq_O(?_\o - )lQOCb

Resistance factor 190

EDSO(range)

EDgo( range)

Resistance factor I90

Principal Investigator: Professor W.Peters
Department of Medical Protozoology
London School of Hygiene & Tropical Medicine

139




#

SUMMARY OF ANTIMALARIAL DRUG TESTS

TABLE 124
(BLOOD SCHIZONTOCIDES)

COMPOUND NAME

OR NUMBER LHLORORUINE. ......... PARASITE (SUB)SPECIES .P-Demher .
FORMULATION . 19220, 8O/ H O ROUTE OF ADMINISTRATION : SC/ERAPGAY-
MAXIMUM TOLERATED DOSE (MTD) ........ MG/KG X ...
Strain Datvly dose No: of .Nb. of Mean control TFéated‘PR%iioo
mg/kg DO-D+3 mice .experiments | parasite rate % Control F
e 5 - 90.4 + 2.0
1.0 5 — o177 + 2.8
N 3.0 S ‘ - 306 *+ 3.0
100 5 - 04 0.4
’¢ o) 208
%»n EDSO(range) 2.\ ( 19 — S‘Qj)

EDgg(range) G 5(2.9 - 10 a)

i " | Resistance factor 190

EDSO(range)

Eogo(range)

Resistance factor 190

Principal Investigator: Professor W.Peters
Department of Medical Protozoology
London School of Hygiene & Tropical Medicine
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SUMMARY OF ANTIMALARIAL DRUG TESTS

TABLE 125

(BLOOD SCHIZONTOCIDES)

COMPOUND NAME

OR NUMBER

MAXIMUM TOLERATED DOSE (MTD) ........ MG/KG X ...
. Daily dose No. of No. of Mean control Treated PR
Strain mg/Kg DO-D+3 mice | axperiments| parasite rate % tBﬁfFBT'F§§X]OO
30 + 03 | S - 996 * 23
100 + 0.3 S -~ 9.7 4.3
N 200 + 03| B \ - S0 * 2.3
1000 + 03> | S - 827 £ 5.0
4~SZ> (O AR
EDgq(range) ' _
EDgg(range) NA 100
Resistance factor 190
2.0 + \.0 5 - 3Rt 6.0
100 + 1.0 S - %9072 + 35
N 200 * \.O S \ ~ 364t 1.4
000 + 1.0 S - 80t 62
00 o) 218
EDSO(range)

EDgo( range) > 10O

Resistance factor 190

Principal Investigator: Professor W.Peters
Department of Medical Protozoology
London School of Hygiene & Tropical Medicine

14

’




#——

-y g U

SUMMARY OF ANTIMALARIAL DRUG TESTS

(BLOOD SCHIZONTOCIDES)

COMPOUND NAME

TABLE 126

OR NUMBER  RON. 2443 + CADROQUNE  pPARASITE (sUB)SPECIES . F.Peqohay. .
FORMULATION . Jweey &0, }H.LO.. ROUTE OF ADMINISTRATION : SCALPAPOFEV
MAXIMUM TOLERATED DOSE (MTD) ........ MG/KG X ...
T o LT BTN ol L
20 + 3.0 S = 34 2.6
{00 + 3.0 S - 56 168
N 200 + 30 | s l - b t 15
J000 + 2.0 S - 3248 * .9
05) 1o 21.8
7
EDSO(range)
EDgg(range) s\ v
Resistance factor 190
3.0 +10.0 5 - 02 02
100 +10:0 S - 04 103
N 300 +10.0 | & | - 0.09 % 0.09
000 ~w00 | 5 - O
/gé 1O 208

EDSO(range) <100

EDQO( range) << |OO

Resistance factor I90

Principal Investigator: Professor W.Peters
Department of Medical Protozoology
London School of Hygiene & Tropical Medicine
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SUMMARY OF ANTIMALARIAL DRUG TESTS

TABLE 127
(BLOOD SCHIZONTOCIDES)

COMPOUND NAME
R NUMBER  CHWOROQUINE. x loN M43 parasiTe (sus)species . D bavghey
FORMULATION 1ween 8O,/ H,O. ROUTE OF ADMINISTRATION : SCARARGAV
MAXIMUM TOLERATED DOSE (MTD) ........ MG/KG X ...
Strain Da1ly dose ‘No: of .No. of Mean gonfrol 1reéted‘PR§i]OO
mg/kg DO-D+3 mice .experiments | parasite rate % |Control P
03 + 3.0 5 - 996 t 23
1+© + 30 S - 28:6 t 6.0
N 3.0+30 | S | - 348 * 3.6
0.0 +3>0 | S - 0:2 * 02
g 1O 213
EDgg(range) |.3((0v6 - 2.2)
EDgg(range) A.L(1.S -8 5)
Resistance factor I90
03 + 1.0 S ~ IDF * 4.3
kO + 'O S — S0:2 t 35S
N 30 + 1.0 S l - S6:8 t 63
{00 « WO S - 04+t 03
& 1= 21.8
EDgo(range) 2.6 (1.6 - 4.2)
EDgo(range) 5, 4(2 3 _9.03
Resistance factor 190

Principal Investigator: Professor W.Peters
Department of Medical Protozoology
London School of Hygiene & Tropical Medicine
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SUMMARY OF ANTIMALARIAL DRUG TESTS

TABLE 12Q
(BLOOD SCHIZONTOCIDES)

COMPQUND NAME
OR NUMBER CHHOROQUINE. + LON 2143 papASITE (SUB)SPECIES pb"—f@hﬂ .....

FORMULATION ..[ween 80,/ H.Q ROUTE OF ADMINISTRATION : SCAER/PorHY

MAXIMUM TOLERATED DOSE (MTD) ........ MG/KG X ...
R Daily dose No. of | No. of Mean control Treated PR
Strain mg/kg DO-D+3 mice |.experiments| parasite rate % CEEEFBT‘F?%XIOO
03 - 30.0 5 - S0:9 * 2.8
LO +200]| 5 - 64 £ 1.4
N 2.0 *30:0| 5 I - 36:6 156
(0.0 +200}| 5 - 0:09 =009
% e 213
EDso(ranqe) 2.(},( La_z .b
EDgp(range) 4.,o( 2.7 - 5.0\),
Resistance factor 190
03 +1000]| s - 334 £SO
kO + 1000 | S - 120 62
N |30 +1000! 5 \ - 24.21 98
I0-0 1000} 5 - O
0§ 1O 21.8
ED.4(range) |, 7(1.3 —2.3)
50 . 3
EDgq(range) 3, (7_‘3 - 5,‘55
Resistance factor 190

Principal Investigator: Professor W.Peters
Department of Medical Protozoology
London School of Hygiene & Tropical Medicine
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SUMMARY OF ANTIMALARIAL DRUG TESTS

TABLE 129
(BLOOD SCHIZONTOCIDES)

compourn nave WR 255693 Ac (8L asesT)
OR NUMBER LoN 2143

LON 2042 ..., PARASITE (SUB)SPECIES Pjodiz_bsﬁ(?
FORMULATION .Lwepin 80 /HZQ... ROUTE OF ADMINISTRATION : SCALP/RO/LYV

oooooooo

. Daily dose No. of | WNo. of Mean control Treated PR%z
Strain mg/kg DO-D+3 mice .experiments | parasite rate % |Control P 100
3.0 5 - 00 t0.b
100 5 - 96:5 £ 1.9
NS 300 S t - 94,205
E 1000 5 - Il T3
& 1O 27.8
- EDgy(range) v 100
' EDgy(range) » 1O
; Resistance factor 190 )
EDSO(range)
EDQO(range)

Resistance factor 190

Principal Investigator: Professor W.Peters
Department of Medical Protozoology

London School of Hygiene & Tropical Medicine
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SUMMARY OF ANTIMALARIAL ORUG TESTS TABLE 130
(BLOOD SCHIZONTQCIDES)

COMPOUND NAME

OR NUMBER CHIORDOQUINE............ PARASITE (SUB)SPECIES P\\j@?«\é_& 8¢
FORMULATION JWeen .3..0/.H2Q.. ROUTE OF ADMINISTRATION : SCAPAROAEY
MAXIMUM TOLERATED DOSE (MTD)} ........ MG/KG X ...
Strain Daily dose No:‘af ‘No. ot Mean control Treated pR%iIOO
mg/kg DO-D+3 mice .experiments | parasite rate % |Control F
3.0 ) = 358 £ 5'S
10:0 S - 29.0 * 0'b
NS 30:0 S \ - 23 108
600 5 - V3 203
& 1O 239.8

- Ego(range) 7.8(4,3 - 149

EDgo(range)24.0(12.0 -4
; " | Resistance factor 190

S

EDSO(range)

EDgo(range)

lResistance factor 190

Principal Investigator: Professor W.Peters
Department of Medical Protozoology
London School of Hygiene & Tropical Medicine
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SUMMARY OF ANTIMALARIAL DRUG TESTS

TASLE 131
(BLOOD SCHIZONTOCIDES)

COMPOUND NAME
OR NUMBER  LON. 2143 +C

oooooooooooooooooo

HOROQUINE  PARASITE (SUB)SPECIES ?\\3%@_«3
FORMULATION .lween 3O, }HQ ROUTE OF ADMINISTRATION : SCAH POV
MAXIMUM TOLERATED DOSE (MTD)

[ 3

........ MG/KG X ...
O 5 T L [ o L
3.0+ WO | B - 33.9+3.S
100 + VO | 5 - 2395 +11.S
NS 200+ V0| s \ ~ 1.9 * ||
1000 + VO | S — 00 = LD
i ) 10 23-]
EDso(range) So0
EDQO(range) » 100
Resistance factor 190
20 +320 1| 5 ~ 335 2D
\O.0 +3D | 5 - 58t 66
NS 300 20| S \ - 42.5* 53
000 +30 ] S - 646 £109
& 1O 23:8
EDSO(range) S100
EDgo(range) > 100
Resistance factor 190

Principal Investigator: Professor W.Peters
Department of Medical Protozoology

London School of Hygiene & Tropical Medicine
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SUMMARY OF ANTIMALARIAL ORUG TESTS TABLE 1372,
(BLOOD SCHIZONTOCIDES)

COMPQUND NAME
OR NUMBER

..........................

MAXIMUM TOLERATED DOSE (MTD) ........ MG/KG X ...
Strain | nokd 00:0+3 | mice | experinencs| parasie rate % |Control PRECI®0
2:.0+10:01 S = 404 * |
100 *10:0 | S = 3%:a 102
NS 300+ 10.0] S I ~ ATt La
1000+ 100 S - 311 *0s
D 10 23.8
EDgy(range)
EDgo(range) > 100
Resistance factor 190
3.0 + 30.0 S — 273 * 00O
100+ 200 | 5 ~ 2.3 * 1.0
NS |30.0-+200] s , - 119+ 1O
00O +30.0| S B 1«3 £ 07
o) 1O 238
EDcp(range) « 2. 0
EDgo(range) <2.0
Lﬁgsistance factor 190

Principal Investigator: Professor W.Peters
Department of Medical Protozoology
London School of Hygiene & Tropical Medicine
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SUMMARY OF ANTIMALARIAL DRUG TESTS

TABLE 133
(BLOOD SCHIZONTOCIDES)

COMPOUND NAME

OR NUMBER LON, 2143 . CHLOROQUINE  PARASITE (SUB)SPECIES Pgoe)vi; SSP...

...........

FORMULATION w22 BO.[H_O.. ROUTE OF ADMINISTRATION : SC/4R/ROAN

MAXIMUM TOLERATED DOSE (MTD) ........ MG/KG X ...

Strain ~ Daily dose No. of No. of ‘Mean control Treated PR%&]OO
mg/kg DO-D+3 mice -experiments | parasite rate % |Control P

3.0 + 00| 5

- 1S+ 0o
100 ~600| 5 - 12t 0.5
NS 1200 + 00| S | - LRt 06
100:0 + 60:0| S - 06 * 03

& (O 27-3

EDso(range) £330

EDgo(range) <O

Resistance factor 190

EDSO(range)

EDgo(range)

Lfgsistance faqtor I90

Principal Investigator: Professor W.Peters
Department of Medical Protozoology

Lendon School of Hygiene & Tropical Medicine
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SUMMARY OF ANTIMALARIAL ORUG TESTS

(BLOOD SCHIZONTOCIDES)

COMPOUND NAME
OR NUMBER

..........................

TABLE 134

PARASITE (SUB)SPECIES upelas 35p.

S ... ROUTE OF ADMINISTRATION : SC/AHP/POZIV

........ MG/KG X ...
strain | e e T [ T e e e R
.o -+ 3.0 S - IS 45
3.0 + 2.0 1SS - 8385 * 23
NS 100 + 20 5 ! - A04 £ 1L
30:0 + 3.0 S - 2.3 * L0
600 + 2.0 ) - 1O + 0ib
525 o 233
Ebgp(range) 3.2(2.2 ~15°%)
Egy(range) 24,0 ( 3.0 — S0
Resistance factor I90
LO + 100 S - 03D * 2.5
3.0 + 100 =) - 1538 * b'b
NS 100+ 100 | 5 \ - 332+ 02
200 + 100 o) - 23+ 1.0
LOO 00 | S - 2+ 0.5
& lO 273.8

EDg(range) 6.2(3-0 - \O-Q)
EDg o range)24,o( (IR -40'@

;Re:nstance factor I(30

Principal Investigator: Professor W.Peters
Department of Medical Protozoology

London School of Hygiene & Tropical Medicine
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SUMMARY OF ANTIMALARIAL DRUG TESTS

TABLE I35
(BLOOD SCHIZONTOCIDES)

COMPOUND NAME
OR NUMBER

...............

QUINE + Lon 2143 PARASITE (SUB)SPECIES Figeedi ssp
FORMULATION Jeveen 80 /H. Q.. ROUTE OF ADMINISTRATION : SC/ARAPOAEY
2

MAXIMUM TOLERATED DOSE (MTD)

........ MG/KG X ...
. Daily dose 0. of No. of "Mean control Treated PR
Strain mg/kg DO-D+3 mice .experiments pargsitg :gte y4 Cgﬁ%?%T_Fﬁégfoo
O +30.0 | 5 - DS + |
5.0 +20.0 | S - J2.5 £53
NS |ic.o+300 1] 5 | - 403 14
300 +2300 | 5 - 19 1.0
LO-O+200| 5 - Q@ 00
& 10 27.3
EDso(range)5,|(|,g _g,%
EDgg(range) 23.,0(8:0 - 2$.0)
Resistance factor 190
1.0 +{000 | S - 100 = 1.2
3.0 +I000 | 5 - b4.b 109
NS (0.0 ~100.0 | § \ - 23.3 £ 05
300 ~l06.0] § - R+ 03
b0-0 +1o0:C| 5 - 0bxr03
@ 10 23-8
EDgy(range) 3.3(3.0-22.d)
EDgo(range)i6.S (6 6 -43.))
Resistance factor I90

Principal Investigator: Professor W.Peters
Department of Medical Protozoology

London School of Hygiene & Tropical Medicine
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COMPOUND NAME WR 250 547
OR NUMBER

SUMMARY OF ANTIMALARIAL DRUG TESTS
(BLOOD SCHIZONTOCIDES)

oo

.........................

' PARASITE (sUB)SPECIES .1} Rerghoc,

(6L 29359)

TABLE 13b

FORMULATION T%%Q./.H.ZD.. ROUTE OF ADMINISTRATION : SC/IP/PoriV

MAXIMUM TOLERATED DOSE (MTD) ........ MG/KG X ...
Strain Daily dose No. of .No. of - Mean control Treated PR%&]OC
mg/kg DO-D+3 mice .experiments | parasite rate % |Control PR

O S - S4.0 £295

0.3 S - 84S * 1.2

N 1Xe) S ' - 898 £23
3:0 S - 7.8 2 L6

100 5 - bz 93

¢ 1o 21

EDgo(range) 150 (11 - 1.

EDgg(range) 90,0{ 69,0 - 1)

Resistance factor 190

EDso(range)

EDgo(range)

Resistance factor 190

Principal Investigator: Professor W.Peters

Department of Medical Protozoology

London School of Hygiene & Tropical Medicine
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SUMMARY OF ANTIMALARIAL DRUG TESTS

TABLE 1377
(BLOOD SCHIZONTOCIDES)

cowpaunn nve WR 25054 (8L 34170)
OR NUMBER LON, 216 |

FORMULATION .!%???n.g.QlH?_D. ROUTE OF ADMINISTRATION : SC/EPARO/LV
MAXIMUM TOLERATED DOSE (MTD) ........ MG/KG X ...
. Daily dose No. of | No. of Mean control Tfeafed‘PR%i
Strain mg/kg D0-0+3 mice .experiments | parasite rate ¢ |Tontro : 100
Ol 5 — 1459 % 69
03 5 - LS'2 T 54
N | O S ( - 354 + /Y
3.0 S - 1O £ 4
foXYe) 5 - 2.0+ O
& IS . 216
V4

EDSO(range) Q «4(00_ - 0'%3\1

e

Egg(range) 2.0 (15 - 515

Resistance factor 190

EDso(range)

EDQO(range)

Resistance factor 190

Principal Investigator: Professor W.Peters
Department of Medical Protozoology

London School of Hygiene & Tropical Medicine
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SUMMARY OF ANTIMALARIAL DRUG TESTS

TABLE 133
(BLOOD SCHIZONTOCIDES)

COMPOUND NAME

o nueeR  LON.Z160. 1 LNl parasiTe (sus)spectes . Eubrshen ..

........... /.HZO.. ROUTE OF ADMINISTRATION : SCAEP/POFLY
MAXIMUM TOLERATED DOSE (MTD)

........ MG/KG X ...
O I X I o B T
D)+ Ol S — 0.9 £ 2.\
0:3 + O = - 4.0 + 2.0
N Lo + 0 | 5 l - 332+ 57
30 * O S - 44,0 £ 150
100 + O 5 ~ 9.3 472
¢ le) 2 o
EDgp(range) \ia( oug - 43)
EDgo(range) g 5(4,.0 - 20:3)
Resistance factor Ig, )
0/ + 0.3 S ~ 4.0 T 617
33 +~ 03 S - 53:.1\ *+ 4.5
N | o +6.3 = l - 49.2 108
2.0 + 0.2 g - (9.8 + .0
\0-0 + 0.3 5 - :O* Wb
SZ O 206
EDgy(range) 0.4(0. 1 - 1.4)
EDgg(range) 5.5 (2.0 - 2.045)
Resistance factor I90

Principal Investigator: Professor W.Peters
Department of Medical Protozoology

London School of Hygiene & Tropical Medicine
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SUMMARY OF ANTIMALARIAL DRUG TESTS
(BLOOD SCHIZONTOCIDES)

COMPOUND NAME
OR NUMBER

---------------------

------

TABLE 139

PARASITE (sUB)SPECIES F2 Remhen .

........... JH_Q). ROUTE OF ADMINISTRATION : SC/EPrPErIV

MAXTMUM TOLERATED DOSE (MTD)

........ MG/KG X ...
R Daily dose No. of No. of ‘Mean control {reated PR
Strain mg/kg DO-D+3 mice .experiments | parasite rate % W]OO
O + 1.0 5 - 29.6 *14.C
0.3 *+\V: 0 =) - ita + 1.2
N kO + 1.0 | S \ ~ J0 £22
3‘0 + (O S - 2-5 += 1O
{00 «1.O 5 - v £ O/
7)) o 2
EDso(‘”ange)O-OS(o.oz ~o18)
EDgy(range) 0.3 (0 3 — 2, 2)
Resistance factor 190
0 +30 | S - 4 + 01
0.3 +3.0 5 - 2.S * 06
N lo +20 | 5 | - Q-2 * 02
>0 + 2.0 | S - o
(OO + 3.0 S B O
& (O 20 6

EDg4(range) 9.0 ((0.0I - o.cu')b
EDgo(range) 0,07(0.06 - 4+12)

Resistance factor 190

Principal Investigator: Professor W.Peters
Department of Medical Protozoology

London School of Hygiene & Tropical Medicine
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SUMMARY OF ANTIMALARIAL DRUG TESTS

(BLOOD SCHIZONTOCIDES)

COMPOUND NAME

OR NUMBER

oooooooooooooo

PARASITE (SUB)SPECIES Pb%
FORMULATION TWHSO]H?_O ROUTE OF ADMINISTRATION : SC/AHPAPEAY

MAXIMUM TOLERATED DOSE (MTD)

TABLE 140

Resistance factor 190

........ MG/KG X ...
- Daily dose No. of Ro. of ~ Mean control Treated PR

Strain mg/kg DO-D+3 mice .éxperiments parasi te rate ¢ mﬁé(wo
o ~100 | S - O
03 + 100 | S - O

N 'O + 100 S 1 - O
20 +100| 5 - S
I0,0 +10.0| S - o
JQS 10 216
EDso(range)
EDQO(range)

EDso(range)

EDgo(range)

Resistance factor 190

Principal Investigator: Professor W.Peters
Department of Medical Protozoology

London School of Hygiene & Tropical Medicine
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SUMMARY OF ANTIMALARIAL ORUG TESTS

TABLE 141
(BLOOD SCHIZONTOCIDES)

COMPOUND NAME

OR NUMBER
FORMULATION .lween¥O

MAXIMUM TOLERATED DOSE (MTD)

HON 21, 7, LON 21 & PARASITE (SUB)SPECIES Pb‘zcgw

.....

............ / H)_Q. ROUTE OF ADMINISTRATION : SC/ERAPOAEY

........ MG/KG X ...
. Daily dose No. of No. of Mean control [reated PR%(
Strain mg/kg D0-D+3 mice .experiments | parasite rate % |Control F 100
O+ O S - 0.0 + 2.1
03 + O S - 4.0 £ 67
N 1.0 + O 5 | - Vb 4.6
20 + O S - 4R + 03
‘O‘O - O“ S B O
& o) L 2
EDso(range) 0.5(0‘7_ -1 \)
N
Egg(range) ,4(03 - 2.¥)
Resistance factor 190 ‘
Qi + 0O s - 4.0 * 2.0
O+ 0O S - S22 Tt 4.8
N O 0.3 5 ! - VWed 1y
30+023 S - 25 * 06
100+ 0.3 5 - @)
& | 20
A
EDSO(range)o.?)(O;Z_O.S)
EDyplrange) \,0(0 3 - \TD
Resistance factor ‘90

Principal Investigator: Professor W.Peters
Department of Medical Protozoology

London School of Hygiene & Tropical Medicine
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SUMMARY OF ANTIMALARIAL DRUG TESTS

TABLE 142
(BLOOD SCHIZONTOCIDES)

COMPOUND NAME

R NMBER  .LON 206) * LoN 2160 papasITE (SUB)SPECIES pb%gkm ,,,,,
FORMULATION .14)020) 80/&-\7@ ROUTE OF ADMINISTRATION : SC/ER/ROAL¥
MAXIMUM TOLERATED DOSE (MTD) ........ MG/KG X ...
Strain Daily dose No: of 'No. or Mean gontFBI Treated PR%(]OO
mg/kg DO-D+3 mice .experiments | parasite rate % |Control PR
o+ 1o | 5 ~ J32+ 5.3
02+ 1.0 S — A2 2108
N O + 1.0 5 l - 7.0 2.2
2.0 * 4O 5 - 0t 0O
0.0 + |:O 5 = O
A Ie) I
&
EDgo(range) 5,2 (0115 -~ 0.BS)
EDgq(range) g (0‘5"' 1 @)
Resistance factor Ig, ‘
O:l + 20 5 — 44.0 t1sC
0.3+30 5 - 198 2.0
N WO+ 3.0 S l - 2.5 1.0
>0 + 20 S - @)
100+ 3.0 S - O
& 1o 21
EDg(range)0,09(0.05 -0 17)
EDgy(range) 0,42 (023 — Q%)
Resistance factor 190

Principal Investigator: Professor W.Peters
Department of Medical Protozoology

London School of Hygiene & Tropical Medicine
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SUMMARY OF ANTIMALARIAL DRUG TESTS

TABLE 143
(BLOOD SCHIZONTOCIDES)

COMPOUND NAME

OR NUMBER LON. 2061 7 LOMN 216D, PARASITE (SUB)SPECIES Pbﬁxshm

............ /.F.\.ZO. ROUTE OF ADMINISTRATION : SC/ER/POAEV
MAXIMUM TOLERATED DOSE (MTD)

........ MG/KG X ...
. Datvly dose No. of | Ro. of “Mean control Treated PR§(
Strain mg/kg DO-D+3 mice -experiments | parasite rate % |Control P 100
o +lo00| s - 98t 4.2
0.3+10.0| S - O I
N Lo +(00] S ! - 6 * 0k
30 +10.0] 5 — @)
10.0+10.0| S5 - o
K% Te) . 21

EDgy(range)Q, ¢} (40-01 - @ 073

EDg(range) 0,12 (005 - 024D
Resistance factor Ig, ‘

EDSO(range)

EDQO(range)

Resistance factor 190

Principal Investigator: Professor W.Peters
Department of Medical Protozoology

London School of Hygiene & Tropical Medicine
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